CENTER FOR DRUG EVALUATION
AND RESEARCH

APPLICATION NUMBER:

40-248

- APPROVAL LETTER



| ANDA 40-248 |
APR 28 2000

* % UCB Pharma, Inc.

.,?i';Attentlon Mary Alonso
- ..1950 Lake Park Drive

?*%Smyrna, GA 30080 -

ﬁuDear“Madam:

. hlS is'in reference to your abbreviated new drug application
—\,jdated February 21, 1997, submitted pursuant to Section 505(j) of
‘;thhe Federal Food, Drug, and Cosmetic Act (Act), for Hydrocodone
;T-QBltartrate and Acetamlnophen Tablets, USP 7.5 mg/325 mg and
00210 mg/325 mg. ' : :

“:Reference is also made to your amendments dated'July 7,'1999,
:March 6 2000 Aprll 4, 2000, and Aprll 13, 2000. :

Wefhave completed the rev1ew of this abbrev1ated application and
ihave ‘concluded that: ‘the drug is safe and effective for use as
lrecommended in the submitted labeling. Accordlngly, the
“application is. approved When used as recommended in the
11abe11ng, the drug product, Hydrocodone Bitartrate and
rfAcetamlnophen Tablets, USP 7.5 mg/325 mg and 10 mg/ 325 mg,
frrespectlvely, can be expected to have the same therapeutlc
‘eifect as. that of the 1listed drug product upon which the Agency
elied as the basis of safety and effectiveness. " Your
1ssolutlon testing should be 1ncorporated into the stablllty
,and quallty control program u51ng the same ‘method proposed 1in
{your appllcatlon v - : :

ﬁUnder sectlon 506A of - the Act, certaln changes in the condltlons
gdescrlbed in this: abbrev1ated appllcatlon require an approved :
S plemental appllcatlon before the change may be made.

v_ost—marketlng reportlng requlrements for tnls abbrev1ated ‘
ﬁappllcatlon are set forth in 21 CFR 314.80-81 and 314.28. The =~
‘-office. of Generlc Drugs should be adv1sed of any change in the
'fmarketlng status of thlS drug.




We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
‘Submit both copies together with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-40). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for
Drugs for Human Use) for this initial submission.

- We call your attention to 21 CFR 314.81(b) (3) which requires
that materials for any subsequent advertising or promotional
campaign be submitted to our Division of Drug Marketing,
‘Advertising, and Communications (HFD-40) with a completed Form
FD-2253 at the time of their initial use.

Sihcerely yours,

18/

I

/ — B

Gary Buel‘ller "}l"b@ )00
Acting Director . -

Office of Generic Drugs
Center for Drug Evaluation and Research
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COPY 9

PHARMACIST: Dispense in a ti ht,  NDC 74-960-01
light-resistant comamer with:a chglld 504

100 TABLETS USUAL DOSAGE. See package insert
resistant closure.

HYDROCODONE BITARTRATE
AND ACETA P|

Store at controlted room temperature
15°-30°C (59°-86°F).

Lot No.:
Exp. Date:

Manufactured for
UCB Pharma, Inc.

30080
Mallinckmdt Inc.
bast, NY 13788
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CENTER FOR DRUG EVALUATION
AND RESEARCH

APPLICATION NUMBER:

40-248

CHEMISTRY REVIEW(S)



10.

12.

13.

15.

CHEMISTRY REVIEW NO.
1

_ANDA_
*40-248 .

NAME ANB ADDRESS OF APPLICANT
UCB Pharma, Inc.
Smyrna, GA

LEGAL BASIS FOR SUBMISSION
505(3) (2) (<)

SUPPLEMENT (sS) 6. PROPRIETARY NAME
N/A N/A

NONPROPRIETARY NAME
Hydrocodone Bitartrate and Acetaminophen

SUPPLEMENT(s) PROVIDE(s) FOR

N/A
AMENDMENTS AND OTHER DATES

UCB Pharma FDA
2/21/97* (Original Filing) 5/1/97 (Acknowledgement)
PHARMACOLOGICAL CATEGORY 11. Rx or OTC
Analgesic, Antitussive, Antipyretic Rx

RELATED IND/NDA/DMF (s)
ANDA 88-058 Knoll (Vicodin® 5 mg/500 mg)
ANDA 40-134 UCB Pharma (7.5 mg/650 mg)

DOSAGE FORM 14. POTENCY
Tablets 7.5 mg/325 mg
10 mg/325 mg

CHEMICAI, NAME AND STRUCTURE

Hydrocodone Bitartrate: 4 ,5a-Epoxy-3-methoxy-17-methylmorphinan-

6-one tartrate (1:1) hydrate (2:5).

Hydrocodone Bitartrate USP
C,gH,yNO5. C,H,0,. 25H,0; M.W. = 494.50

4 ,5a-Epoxy-3-methoxy-17-methylmorphinan-6-one tartrate (1:1)

hydrate (2:5). CAS [34195-34-1; 6190-38-1]



Acetaminophen USP
CH,NO,; M.W. = 151.17

CHyCONH OH

4’ -Hydroxyacetanilide. CAS [103-90-2]

16. RECORDS AND REPORTS
N/A

17. COMMENTS
The Original Filing of the ANDA dated 2/21/97, was submitted
based upon an ANDA Suitability Petition approved on 6/8/87. As a
consequence, the Agency determined that the reference drug
product is suitable for submission as an ANDA. The petition
states that these products are similar and related to the
currently marketed Vicodin® brand tablet containing 5 mg/500 mg
of the ds’s.

18. CONCLUSTONS AND RECOMMENDATIONS
Not Approvable.

19. REVIEWER DATE COMPLETED
/B%bert C. Pefmisogkn 8/29/97
/§§/ - ?)10 }97
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10.

12.

13.

15.

CHEMISTRY REVIEW NO.
2

ANDA
40-248

NAME _AND ADDRESS OF APPLICANT
UCB Pharma, Inc.
Smyrna, GA '

LEGAT, BASIS FOR SUBMISSION
505(3j) (2) (c)

SUPPLEMENT (g) 6. PROPRIETARY NAME
N/A N/A

NONPROPRIETARY NAME
Hydrocodone Bitartrate and Acetaminophen

SUPPLEMENT (s) PROVIDE (s) FOR

N/A
AMENDMENTS AND OTHER DATES
UCB Pharma FDA
2/21/97 (Original Filing). 5/1/97 (Acknowledgement) .

9/29/97 (NA Major) .

9/29/97 (Labels/Labeling).
3/5/98 (Subject of this review).
8/17/98 (Subject of this review).

PHARMACOLOGICAL CATEGORY 11. Rx or OQTC

Analgesic, Antitussive, Antipyretic - Rx

RELATED IND/NDA/DMF (g)

ANDA 88-058 Knoll (Vicodin® 5 mg/500 mg)

ANDA
DOSAGE FORM 14. POTENCY
Tablets _ 7.5 mg/325 mg

10 mg/325 mg

CHEMICAL NAME AND STRUCTURE

Hydrocodone Bitartrate: 4,50-Epoxy-3-methoxy-17-methylmorphinan-

6-one tartrate (1:1) hydrate (2:5).

Hydrocodone Bitartrate USP
C1H,,NO; . CHOq . 2%H,0; M.W. = 494.50



ANDA 40-248 2
UCB Pharm/Hydrocodone Bitartrate and Acetaminophen

16.

17.

4 ,50-Epoxy-3-methoxy-17-methylmorphinan-6-one tartrate (1:1)
hydrate (2:5). CAS [34195-34-1; 6190-38-1]

Acetaminophen USP
CeH,NO,; M.W. = 151.17

CH;CONH OH

4'-Hydroxyacetanilide. CAS [103-90-2]

RECORDS AND REPORTS
N/A

COMMENTS

The Original Filing of the ANDA dated 2/21/97, was submitted
based upon an ANDA Suitability Petition approved on 6/8/87. As a
consequence, the Agency determined that the reference drug
product is suitable for submission as an ANDA. The petition
states that these products are similar and related to the
currently marketed Vicodin® brand tablet containing 5 mg/500 mg
of the ds’s.

3/5/98, Amendment: This responds to our deficiency letter (MAJOR
FAX) dated 9/29/97, addressing CMC information. The applicant
pointed out that Mallinckrodt has purchased D. M. Graham
Laboratories and Pharm Tech Packaging, and effective 7/1/97, the
name of both facilities became Mallinckrodt Chemical. The cited
#'s in the review items #'s 20. et al, are from the MAJOR FAX,
which are followed by the applicant's response.

In addition to responding to the deficiencies presented in the
deficiency letter (MAJOR FAX) dated 9/29/97, addressing CMC
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information, the applicant was asked to note and acknowledge the
following comments in their response:

1. The ~~- procedures used for release and stability
testing must be regarded as alternates to the

compendium procedures for regulatory purposes.

Applicant's response: Agreed.

2. — ~ validation protocols, as well
as, cleanlng validation summaries for the respective
products that have been submitted will not be reviewed,
since these fall within the purview of FDA field
investigators.

Applicant's response: So acknowledged.

3. On p. 4 138, broad reference has been made to
analytical controls which are general and appear to
pertain to the entire product line. Only those items
that are pertinent to these products should be included
in submissions to this ANDA.

Applicant's response: Agreed.

4. The request for a waiver of in vivo bioequivalence
study requirements is under review by the Division of
Bioequivalence. The result of the review may be
addressed in a separate communication.‘

Applicant's response: Understood.

5. The evaluation of compliance of all firms involved in
the manufacture and testing of this drug product with
the current good manufacturing practices regulations
will be undertaken by our Office of Compliance. A
satisfactory evaluation is required prior to approval
of this application.

Applicant's responsé: So acknowledged.

6. Please provide any additional data for ongoing
stability studies for the exhibit batches if available.

Applicant's response: The available stability data has been
submitted (see item 29. of this review).

7. It is noted that on p. 9 002, a tentative expiration
dating of 24 months for product in market packages
stored at ', has been proposed.

This is not consistent with the stability protocol
"which requires the stability storage conditions to be



ANDA 40-248
UCB Pharm/Hydrocodone Bitartrate and Acetaminophen

“™————— In accordance with 21 CFR $211.137 and
$211.166, the expiration dating period should be
related to any storage conditions as determined by

stability studies. 1In other words, the labeled storage
condition of ~———— |, must be supported by

data for product kept at the stability storage
condition of =~ *———— and not vice versa.

Applicant's response: A corrected p. 9 002 which cites the

o~

stability storage condition of "~ " has been submitted.

8/17/98, Amendment: This responds to our FAX dated 9/29/97,

addressing label/labeling issues. See item 32. of this review.

18. CONCLUSIONS AND RECOMMENDATIONS

Not Approvable.

|
19. REVIEWF™” 5' DATE COMPLETED
Robert _awilsohn 11/30/98
)‘/ 34/ S

APPEARS THIS WAY
ON ORIGIRAL
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1.

2.

10.

12.

CHEMISTRY REVIEW NO. 3
ANDA 40-248

NAME AND ADDRESS OF APPLICANT
UCB Pharma, Inc.

Attention: Mary D. Alonso
1950 Lake Park Drive

Smyrna, GA 30080

LEGAL_ BASIS FOR SUBMISSION
505(3) (2) (<)

The Original Filing of the ANDA dated 2/21/97 was submitted based
upon an ANDA Suitability Petition approved on 6/8/87 under Docket

" Number 87 P-0129/CP. As a consequence, the Agency determined

that the reference drug product is suitable for submission as an
ANDA. The petition states that these products are similar and
related to the currently marketed Vicodiné brand tablet
containing 5 mg/500 mg of the Hydrocodone Bitartrate and
Acetaminophen.

There are no current patents or exclusivities

SUPPLEMENT (s) 6. PROPRIETARY NAME
N/A N/A

NONPROPRIETARY NAME
Hydrocodone Bitartrate and Acetaminophen Tablets, USP

SUPPLEMENT (s) PROVIDE(S) FOR
N/A

AMENDMENTS AND OTHER DATES

UCB Pharma . FDA

2/21/97 - Original Filing 5/1/97 - Acknowledgement
9/29/97 - Not Approvable, Major
9/29/97 - Labeling Deficiency

3/5/98 - Amendment #1

8/17/98 - Amendment #2

3/4/99 -~ Deficiency Letter #2
3/23/99 - Fax, clarification
7/7/99 - Amendment #3
PHARMACOLOGICAL CATEGORY 11. Rx or. OTC
Analgesic, Antitussive, Antipyretic Rx

RELATED IND/NDA/DMF (s)

ANDA 88-058 Knoll (Vicodin® 5 mg/500 mg)
ANDA —

DMF #- - Hydrocodone Bltartrate USP, Mallinckrodt
DMF } =~ - Acetaminopheén ... , Mallinckrodt




ANDA 40-248
UCB Pharm/Hydrocodone Bitartrate and Acetaminophen

DMF # == = —2 e
DMF # —— -
DMF # —uV1 ,——

DMF #. ~—

DMF #1 ~™~
DMF #f —

DMF # =—~ - - - -
DMF # ——
DMF # — o
DMF # — ———
DMF #! — T
DMF #:— e—
13. DOSAGE FORM 14. POTENCY .
Tablets 7.5 mg/325 mg

10 mg/325 mg

15. CHEMICAL NAME AND STRUCTURE

Hydrocodone Bitartrate USP
C,4H,,NO, . C,H.O, . 2V2H,0
M.W. = 494.50

Chemical Name: 4,5a-Epoxy-3-methoxy-17-methylmorphinan-6 one
' tartrate (1:1) hydrate (2:5).
CAS: 34195-34-1; 6190-38-1



ANDA 40-248
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16.

17.

18.

19.

Acetaminophen USP
C.H,NO,
M.W.: 151.17

CH,CONH 4@ OH

Chemical Name: 4'-hydroxyacetanilide,
CAS: 103-90-2

RECORDS AND REPORTS

8/31/97
2/21/97
2/21/97
8/17/98
11/30/98
7/7/99

COMMENT'S

Chem. Review #1
Bioequivalence waiver granted.
Labeling Review #1

Labeling Review #2

Chem. Review #2

Labeling Review #3, approved

‘Labeling was found satisfactory.

EER is acceptable.

DMF for drug substance hydrocodone bitartrate remains adequate,
DMF for drug substance acetaminophen ee—— c———
adequate.

Method validation was requested and found satisfactory.

CONCL.USTONS AND RECOMMENDATIONS
Not Approvable - Minor

REVIEWER

DATE COMPLETED

Tao-Chin L. Wang 12/17/99

also remains
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ANDA 40-248 1
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10.

12.

CHEMISTRY REVIEW NO. 4

ANDA 40-248

NAME AND ADDRESS OF APPLICANT
UCB Pharma, Inc.

Attention: Mary D. Alonso
1950 Lake Park Drive

Smyrna, GA 30080

LEGAL BASIS FOR SUBMISSION
505(3) (2) (c)

The Original Filing of the ANDA dated 2/21/97 was submitted based
upon an ANDA Suitability Petition approved on 6/8/87 under Docket
Number 87 P-0129/CP. As a consequence, the Agency determined
that the reference drug product is suitable for submission as an
ANDA. The petition states that these products are similar and
related to the currently marketed Vicodin® brand tablet
containing 5 mg/500 mg of the Hydrocodone Bitartrate and
Acetaminophen.

There are no current patents or exclusivities.

SUPPLEMENT (s) 6. PROPRIETARY NAME
N/A N/A

NONPROPRIETARY NAME
Hydrocodone Bitartrate and Acetaminophen Tablets, USP

SUPPLEMENT (s) PROVIDE (s) FOR

N/A

AMENDMENTS AND OTHER DATES

UCB Pharma FDA

2721797 = Original Filing 571/97 -~ Acknowledgement
9/29/97 - Not Approvable, Major
9/29/97 ~ Labeling Deficiency

3/5/98 -~ Amendment #1
8/17/98 - Amendment #2

3/4/99 -~ Deficiency Letter #2

3/23/99 - Fax, clarification
7/7/99 - Amendment #3

2/7/00 - Fax, Deficiency Letter
3/6/00 - Amendment #4
PHARMACOLOGICAL CATEGORY 11. Rx or OTC
Analgesic, Antitussive, Antipyretic Rx

RELATED IND/NDA/DMF (s)

ANDA 88-058 Knoll (Vicodin® 5 mg/500 mg)
ANDA
DMF # ~———— Hydrocodone Bitartrate USP, Mallinckrodt
DMF #-——  Acetaminophen  ~——————=, Mallinckrodt
DMF 4§~ e 4

DMF #
DMF # —
DMF #—




ANDA 40-248 ‘ _ _ ‘
UCB Pharm/HVdrocodone Bitartrate and Acetaminophen

DMF §———"
DMF 4 oo
DMF # |
DMF"  # ‘e e
DMF  # wwmmmse ) e e s s AT
DMF ffmme R L

DMF * | , DR

it

13. DOSAGE FORM ' 14. POTENCY

Tablets 7.5 mg/325 mg
10 mg/325 mg

15. CHEMICAL NAME AND STRUCTURE

Hydrocodone Bitartrate USP
C18H21NO3. C4HgOg . 2[0H,0
M.W. = 494,50

Chemical Name: 4, 5a-Epoxy-3-methoxy-17-methylmorphinan-6 one
tartrate (1:1) hydrate (2:5).
CAS: 34195-34-1; 6190-38-1

Acetaminophen USP
CgHgNO,
M.W.: 151.17

GWO

Chemical Name: 4'-hydroxyacetanilide,
CAS: 103-90-2 :

16. RECORDS AND REPORTS
31/9 - Chem. Review #1
2/21/97 -~ Bioequivalence waiver granted.
2/21/97 - Labeling Review #1
8/17/98 ~— Labeling Review #2
11/30/98 - Chem. Review #2



ANDA 40-248 _ '
UCB Pharm/Hydrocodone Bitartrate and Acetaminophen

7/7/99 - Labeling Review #3, approved
12/17/99 - Chem. Review #3

17. COMMENTS

18.

19.

(3/21/00).
EER is acceptable.

DMF for drug substance hydrocodone bitartrate is adequate; DMF
for drug substance acetaminophen — - - is adequate.

Method validation was requested and found satisfactory.

CONCLUSIONS AND RECOMMENDATIONS
Not Approvable - Minor

REVIEWER , DATE COMPLETED
Tao-Chin L. Wang 3/20/2000

APPEARS THIS WAY
ON ORIGINAL
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1. CHEMISTRY REVIEW NO. 5

2. ANDA 40-248

3. NAME AND ADDRESS OF APPLICANT
UCB Pharma, Inc.
Attention: Mary D. Alonso
1950 Lake Park Drive
Smyrna, GA 30080

4. LEGAL BASIS FOR SUBMISSION
505(3) (2) (c)

The Original Filing of the ANDA dated 2/21/97 was submitted based
upon an ANDA Suitability Petition approved on 6/8/87 under Docket
Number 87 P-0129/CP. As a consequence, the Agency determined
that the reference drug product is suitable for submission as an
ANDA. The petition states that these products are similar and
related to the currently marketed Vicodin® brand tablet
containing 5 mg/500 mg of the Hydrocodone Bitartrate and
Acetaminophen.

There are no current patents or exclusivities.

5. SUPPLEMENT (s) 6. PROPRIETARY NAME
N/A N/A
7. NONPROPRiETARY NAME
Hydrocodone Bitartrate and Acetaminophen Tablets, USP
8. SUPPLEMENT (s) PROVIDE (s) FOR
N/A
9. AMENDMENTS AND OTHER DATES
UCB Pharma FDA
2/21/97 - Original Filing 5/1/97 - Acknowledgement
' 9/29/97 - Not Approvable, Major
9/29/97 - Labeling Deficiency
3/5/98 - Amendment #1

8/17/98 - Amendment #2
: 3/4/99 - Deficiency Letter #2
- 3/23/99 - Fax, clarification

7/7/99 - Amendment #3

2/7/00 - Fax, Deficiency Letter
3/6/00 - Amendment #4

4/5/00 - Telecon
4/13/00 - Amendment #5

10. PHARMACOLOGICAL CATEGORY 11. Rx or OTC

Analgesic, Antitussive, Antipyretic Rx

12. RELATED IND/NDA/DMF (s)
ANDA 88-058 Knoll (Vicodin® 5 mg/500 mg)
ANDA — SRR
DMF #<—— - Hydrocodone Bitartrate USP, Mallinckrodt

DMF # —— - Acetaminophen )}, Mallinckrodt
DMF $§ @——r————— T
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13.

15.

1le6.

DMF # —
DMF
DMF
DMF
DMF
- DMF
DMF
DMF
DMF
DMF
DMF

BEARORRND

DOSAGE FORM 14. POTENCY
Tablets : 7.5 mg/325 mg
' . 10 mg/325 mg

CHEMICAL NAME AND STRUCTURE

Hydrocodone Bitartrate USP
C18H21NO3.C4HgO06. 20H,0
M.W. = 494.50

i
H N CH, GOOH
) H—C—0OH
° E «2 VszO
HO—C—H
o COOH
CH50 0

Chemical Name: 4,50-Epoxy-3-methoxy-17-methylmorphinan-6 one
tartrate (1:1) hydrate (2:5).
CAS: 34195-34-1; 6190-38-1

Acetaminophen USP
CgHoNO,
M.W.: 151.17

CHSCONH4©—OH

Chemical Name: 4'-hydroxyacetanilide,
CAS: 103-90-2

RECORDS AND REPORTS
8/31/97 - Chem. Review #1
2/21/97 -- Bioequivalence waiver granted.
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2/21/97 - Labeling Review #1

8/17/98 - Labeling Review #2

11/30/98 -~ Chem. Review #2

1/7/99 - Labeling Review #3, approved
12/17/99 - Chem. Review #3

3/20/00 ~ Chem. Review #4
4/7/00 - Labeling Review #4, approved

17. COMMENTS
Labeling is acceptable (4/10/00).
Bioequivalence waiver was granted (1/26/98).
EER is acceptable (2/23/00).
DMF for the drug substance hydrocodone bitartrate is adequate
(2/25/00); DMF for the drug substance acetaminophen ~——————————
—. is adequate (3/20/00).
Méthod validation was requested and found satisfactory (7/23/97).

18. CONCLUSIONS AND RECOMMENDATIONS

Approvable
19. REVIEWER DATE COMPLETED
Tao-Chin L. Wang 4/17/2000

) APPEARS THIS WAY
ON ORIGINAL
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CENTER FOR DRUG EVALUATION
AND RESEARCH

APPLICATION NUMBER:

40-248

BIOEQUIVALENCE REVIEW



BIOEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT
ANDA/AADA: 40-248 ‘ APPLICANT:UCB PHARM

DRUG PRODUCT: Hydrocodone Bitartrate and Acetaminophen Tablets, USP
7.5 mg/325 mg and 10 mg/325 mg

The Division of Bioequivalence has completed its review and has no
further questions at this time.

The dissolution testing will need to be incorporated into your
stability and quality control programs as specified in U.S.P. 23.

Please note that the biocequivalency comments provided in this
communication are preliminary. These comments are subject to
revision after review of the entire application, upon consideration
of the chemistry, manufacturing and controls, microbiology,
labeling, or other scientific or regulatory issues. Please be
advised that these reviews may result in the need for additional
bioequivalency information and/or studies, or may result in a
conclusion that the proposed formulation is not approvable.

Sincerely yours,

S|

Rabindra N. Patnaik, Ph.D.

Acting Director

Division of Bioequivalence

Office of Generic Drugs

Center for Drug Evaluation and Research



OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

ANDA/AARIA #  4dcaye SPONSOR: {(ic& €
DRUG: Hydocotos 250 bie g Aeebu

DOSAGE FORM: Tedbleh.
STRENGTH(s): PS5 ep s~ g \C'ij:{ g

TYPE OF STUDY: Single/Muttiple ) Fastipg-F=a
STUDY SITE:

Q' STUDY SUMMARY.

DISSOLUTION. i

PROVARY REVIEWER/: 'y AP RR BRANCH: 3
INTLIAL: /31 DATE: &[>

BRANCE CHIEF: Dv. 2. 4 mMlode . PR T BRANCE: =

INITIAL: = /%\/ - DATE: €/30/97

DIRECTOR -

DIVISION OF BIOEQUIVALENCE

INTIAL: Gz DATE: /26 /98

DIRECTOR

OFFICE OF GENERIC DRUGS

DATE:

INTTIAT:




cC: ANDA 40-248
ANDA DUPLICATE
DIVISION FILE
BIO DRUG FILE
FIELD COPY
HFD-650 PATEL

X :NEW\FIRMSNZ\UCBPHARM\402 48W.297

BIOEQUIVALENCY - ACCEPTABLE

1. FASTING STUDY (STF) Strengths:
Clinical: Outcome: AC IC UN NC
Analytical: :
2. FOOD STUDY (STP) Strengths:
Clinical: Outcome: AC IC UN NC
Analytical:
3. MULTIPLE DOSE STUDY (STM) Strengths:
Clinical: Outcome: AC IC UN NC
Analytical:
4. DISSOLUTION DATA (DIS) All Strengths

Outcome: AC IC UN NC

5. STUDY AMENDMENT (STA) Strengths:

Outcome: AC 1C UN NC

6. WAIVER (WAI) Strengths:

Outcome: AC IC UN NC

@ DISSOLUTION WAIVER (DIW) Strengths: _7.5/325MG AND 10/325MG
Outcome: AC IC UN NC Acceptable
8.  OTHER (OTH) | Strengths:
h Outcome: AC IC UN NC
9. OTHER OPTIONS {less common): ‘ Strengths:
' a. Protoco! (PRO) d. Special Dosage (STS)
b. Protocol Amendment (PRA) e. Study/Dissolution (STD)
c. Protocol/Dissolution (PRD) f. Bio study (STU)
Outcome: AC IC UN NC

me Decisions:Acceptable
AC - Acceptable UN - Unacceptable (fatal flaw)
NC - No Action IC - Incomplete
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Hydrocodone Bitartrate and Acetaminophen Tablets UCB Pharma, inc.

7.5 mg/ 325 mg and 10 mg/325 mg Smyrna, GA
ANDA # 40-248 ) Submission Date:
Reviewer: A.P. Patel Feb. 21, 1997

File: x\wpfile\biofinal\d0248w.297

Review of Dissolution Data and Waiver Request
l. Introduction:
Hydrocodone bitartrate is a phenanthrene-derivative opiate agonist that is used as an
antitussive and an analgesic agent. Acetaminophen is a synthetic non-opiate derivative
of p-aminophenol which produces analgesia and antipyresis.

Il. Objective:

The firm has submitted dissolution data in support of a request for a bioequivalence study
waiver as provided for under- 21 CFR 320.22(c) for its hydrocodone
bitartrate/acetaminophen, 7.5mg/325mg and 10mg/ 325mg tablets manufactured by UCB,
Inc. The listed drug is Vicodin® Tablets (hydrocodone bitartrate and acetaminophen
tablets, 5mg/500mg) manufactured and distributed by Knoll Pharmaceuticals, Inc.

This ANDA was submitted based on an approved ANDA suitability petition under 314.93.
The petition was filed under Section 505 (j)(2)(c) of the Act where the Agency determined
that the referenced product was suitable for submission as an ANDA. The petition was

. approved on June 8, 1987, under Docket Number 87 P-0129/CP. The reason for the

petition was a new strength.

IIl. Comments:

- The Firm contends that their drug product meets the criteria for waiver under the CFR

320.22 (c), the test drug product:

Contains an active drug ingredient in the same concentration and dosage form as
a drug product that is the subject of an approved full new drug application.

Acetaminophen/Hydrocodone Bitartrate Tablets are coded AA on various strengths
in the "Orange Book".

In vivo bioequivalence is satisfied for dosage forms with AA code by an acceptable
dissolution study. Active ingredients in the test tablets meet the “Q” specifications.

Fora Comparison of test and reference product formulations and dissolution test results,
please see table 1 and table 2, respectively.

IV. Deficiencies: None



V. Recommendations:

1. The dissolution testing conducted by UCB Pharma Inc. on its Hydrocodone
Bitartrate/Acetaminophen, 7.5mg/325mg and 10mg/325mg Tablet strengths are
acceptable. The waiver of the in vivo bicequivalence study requirements is granted
for the test product Hydrocodone Bitartrate/Acetaminophen 7.5mg/325mg and
10mg/325mg Tablet strengths based on 21 CFR 320.22 (c).

2. The dissolution testing should be incorporated into the firm's manufacturing controls
and stability program. The dissolution testing should be conducted in 900 mL of
phosphate buffer pH 5.8, at 37°C using USP XXIll apparatus 2 (paddle) at 50 rpm.
The test product should meet the following specifications:

Not less than 80% of the labeled amount of both acetaminophen and
hydrocodone bitartrate in the dosage form are dissolved in 30 minutes.

The firm should be informed of the above recommendations.

4k

A.P.Patel -
Division of Bioequivalence
Review Branch i

RD INITIALED RMHATRE ,
FT INITIALED RMHATRE . - / %/ - Date: £/3°/37~
Ramakant M. Mhatre, Ph.D. N

Chief, Branch Il
Division of Bioequivalence

Concur: I%l — Date: _ !} ’H—( 14—
¥ . ——
d/)Nicﬁolas M. Fleischer, Ph.D.
Director

Division of Bioequivalence

cc.  ANDA# 40-248 (Original, Duplicate), HFD 650 (Director), HFD-658 (A.P.Patel),
Drug File, Division File.



Formulation: (Not to be released through FOI)

UCB Pharma, Inc. Hydrocodone Bitartrate and Acetaminophen (7.5mg/325mg and
10mg/325mg) tablets.

Table 1
mg per tablet mg per tablet
Ingredients (7.5mg/325mg) (10mg/325mq)
Hydrocodone Bitartrate USP 7.5 10.0
Acetaminophen — USP’ —— — —
Microcrystalline Cellulose, NF' _—— —_ —
Colloidal Silicon Dioxide, NF — —
Croscarmellose Sodium, NF - —_—
Stearic Acid* ———— ‘ — —
Starch, NF / ——— cornstarch) _— —_—
- FD&C Blue #1 lake — N
D&C Yellow #10 lake " S —
Total 499 4 501.9

This formulation obtained from méndfaéturingj form chart.

- APPEARS THIS WAY
ON ORIGINAL



Dissolution Testing:

The following USP 23 conditions were used:

Apparatus: 2 (paddie) at 50 RPM

Medium: 900 mL phosphate buffer pH 5.8

Specifications: NLT 80% (Q) in 30 minutes for both active ingredients

Test product: Hydrocodone Bitartrate/Acetaminophen 7.5mg/325mg Tablets

lot #:EXPT9636 Exp. Date: N/A

Hydrocodone Bitartrate/Ac‘etaminophen 10mg/325mg Tablets
lot #:EXPT9635 Exp. Date: N/A

Reference product: Knoll's 5mg/500mg Vicodin® Tablets
lot #10760115 Exp. Date: 3/99

Table 2

-7.5mg Hydrocodone Bitartrate 325mg Acetaminophen
Time ~ Test Reference Test Reference
(min) Mean %CV Mean %CV - Mean %CV Mean %CV
10 1028 14 905 74 977 19 648 126
20 101.8 1.2 956 3.8 972 16 722 97
30 100.8 1.3 96.7 23 96.2 13 755 8.6
45 995 13 971 18 954 09 793 83

10mg Hydrocodone Bitartrate 325mg Acetaminophen
Time Test Reference Test Reference
(min) Mean %CV Mean %CV Mean %CV Mean %CV
10 1024 17 905 74 993 1.7 648 126
20 101.4 1.7 956 3.8 990 19 722 97
30 1004 1.8 96.7 2.3 974 1.8 755 8.6
45 992 18 971 1.8 969 17 793 83

Active ingredients in the test tablets meet the “Q” specifications, NLT 80% dissolved in 30
minutes. Note reference acetaminophen does not meet the “Q” specification.
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ANDA APPROVAL SUMMARY

ANDA: 40-248
DRUG PRODUCT: Hydrocodone Bitartrate and Acetaminophen USP

DOSAGE FORM: Tablet for Oral Administration
STRENGTH : 7.5 mg/325 mg; 10 mg/325 mg
FIRM: UCB Pharma, Inc.

Attention: Mary D. Alonso
1950 Lake Park Drive
Smyrna, GA 30080

CGMP STATEMENT/EIR UPDATE STATUS
Section 306(k) certification is submitted (pp. 1 003).
CcGMP certification of compliance is provided (pp. 2 004).

Acceptable EIR is recommended by the Office of Compliance,
2/23/00.

Facilities included are:
1. The Hydrocodone Bitartrate drug substance is
manufactured by:
Mallinckrodt Chemical, Inc.
3600 North 2nd Street
St. Louis, MO 63147

The Acetaminophen ! ————— drug substance is
manufactured by:
Mallinckrodt Chemical, Inc.
100 Louis Latzer Drive
Greenville, IL 62246

2. The manufacturing and processing, bulk packaging, and
control operations (testing and stability testing) are
to be performed at:

Mallinckrodt Chemicals -
58 Pearl Street
Hobart, New York 13788

Mallinckrodt Chemicals = ————a—
13 Railroad Avenue

P.O. Box P

Hobart, New York 13788



3. The labeling and finished bottle packaging facility:

Mallinckrodt Chemicals ~———""""
18 Cornell Avenue
Hobart, New York 13788

4.
S
e
5.
[
BIO STUDY

Requests for waiver of inm vivo biocequivalence study
requirements for both dosage strengths have been reviewed
and granted by the Division of Bioequivalence. Dissolution
testing requirements corresponding to those in the USP
monograph are recommended for these products.

VALIDATION

Drug substances and products are subjects of compendial
monographs. Despite this, William Rickman of the OGD had
requested methods validation. Christine Cash of the
Southeast Regional Laboratory (HFR-SE660) concluded in a

Memorandum dated 7/23/97 that the method appears to be
satisfactory.

STABILITY - ARE CONTAINERS USED IN STUDY IDENTICAL TO THOSE IN
CONTAINER SECTION? Yes

Sstability Tests and Specifications

Specification
Test -
7.5 mg/325 mg Tablet 10 mg/325 mg Tablet
Description 0.3125" x 0.500", pastel 0.3125" x 0.500", pastel
blue capsule-shaped, one yellow capsule-shaped, one
side debossed "960"; the side debossed "940"; the




opposite side debossed
"UCb".

opposite side debossed
"ucb" .

No unusual odor, visible

Organoleptic No unusual odor, visible
deterioration, or deterioration, or physical
physical tactile change. tactile change.
Disintegration { NMT 30 min. NMT 30 min.
Thickness (") ‘Target 0.275" + 10%" Target 0.275" *+ 10%"

Hardness (Kg)

i

\

Dosage Wt. (mg)

499 mg * 5%

502 mg * 5%

Assay (mg)
Acetaminophen 325 mg (—m 325 mg ! ——
Hydrocodone 7.5 mg 10 mg  —
Bitartrate
Dissolution NLT 80% (Q) in 30 min. { NLT 80% (Q) in 30 min
Impurities:

— .  lamMr —— NMT
J—

S e CNMT NMT ——0

7 NMT — — NMT
— NMT ' NMT"  ——
uther Related |NMT - - NMT —
Substances
Total Related |NMT — — NMT —
Substances :
Tentative

Stability data for the following are included:

7.5 mg/325 mg

Lot Batch Size Sample
9636 Unit Dose

tablets

Test Conditions
40+2°C/754+5% RH/6 months
30+2°C/60+5% RH/3 months




25+2°C/60+5% RH/36 months
100's 40+2°C/75+5% RH/6 months
25+2°C/60+5% RH/36 months
Bulk 25+2°C/60+5% RH/6 months
10 mg/325 mg
Lot Batch Size Sample Test Conditions

9635 —~———— tablets Unit Dose 40+2°C/75+5% RH/6 months
30+2°C/60+5% RH/6 months
25+2°C/60+5% RH/36 months

100's 40+2°C/75+5% RH/6 months
25+2°C/60+5% RH/36 months
Bulk 25+2°C/60+5% RH/6 months

The 36 months room temperature testing results conform to
the specifications. The firm requests a 24-month expiration
dating period for both strengths packaged in either :
bottles or unit dose blister packages.

Post-approval commitments are in accordance with FDA
Stability Guidelines.

LABEILING

Professional labeling - satisfactory, C. Park, 4/7/00.

STERILIZATION VALIDATION (IF APPLICABLE)
N/A

SIZE OF BIO/STABILITY BATCHES (FIRM’'S SOURCE OF NbS OK?)

7.5 mg/325 mg EXP 9636 ==, tablets
- _/_'N/—

—— tablets
e

10 mg/325 mg EXP 9635

Drug substances are compendial.
The DMFs were found satisfactory.

PROPOSED PRODUCTION BATCH

The proposed production batch sizes are:

tablets,

et ablets,

7.5 mg/325 mg: ,
10 mg/325 mg:

L -
L
P

- Ful




COMPONENTS AND COMPOSITION (Vol. 2.1, 3/5/98 Amendment) :

7.5/325 10/325
mg/tablet
Hydrocodone Bitartrate USP 7.500 10.00
Acetaminophen USP ( n—— - e —_—
Croscarmellose Sodium NF e .
Colloidal Silicon Dioxide NF . R
Stearic Acid NF N .
Microcrystalline Cellulose NF . - RA— .
Starch NF . - ‘ -Corn Starch) N , —
FD&C Blue # 1 Lake '/ — swmsEs N
D&C Yellow # 10 Lake - T— _TTTm—
Total Tablet Weight 499.41 501.91

.

LABORATORY CONTROLS

IN-PROCESS AND FINISHED DOSAGE FORM
I

- N

n-Procegs and Release Tests and Specifications:

B _J

. of the label claim with a RSD of NMT ™

- -

-

Bulk Drug Product Release Testing:

Specification
Test

7.5 mg/325 mg Tablet 10 mg/325 mg Tablet




Description

0.3125" x 0.500",
pastel blue capsule-
shaped, one side
debossed "960"; the
opposite side debossed
"UCb".

0.3125" x 0.500",
pastel yellow capsule-
shaped, one side
debossed "940"; the
opposite side debossed
(1] ucb " .

Disintegration

NMT 30 min.

NMT 30 min.

Thickness (")

Target 0.275" £ 10%
(0.248"-0.302")

Target 0.275" * 10%
(0.248"-0.302")

Hardness (Kg)

R LR ram T i

)

Friability (%)

NMT ——

Average Wt.

499 mg *+ 5%

502 mg * 5%

(mg) (475 mg-523 mg) (477 mg-527 mg)

Assay (mg)

Acetaminophen 326 mg T~ 325 mg . —

Hydrocodone 7.5 mg - 10 mg " ——.,

Bitartrate

Content USP <905> USP <905>

Uniformity

Dissolution NLT 80% (Q) in 30 min. | NLT 80% (Q) in 30 min.

ID:

Acetaminophen USP p. 752 (blue-gray USP p. 752 (blue-gray
color. color.

HC Bitartrate

t, compares to std.

t, compares to std.




IImpurities:

[EREENSSE t

Other -
Impurities

Total
Impurities

| NMT

for each.

NMT

NMT

NMT

s )

for each.

ANDA 74-699
F/T by:

40-248div.sum V:\firmsam\watson\ltrs&rev\40-248div.sum

APPEARS THIS WAY
ON ORIGINAL




D

FDA CDER EES
&\ oLISHMENT EVALUATION REQUEST

Page 1 of

N\ SUMMARY REPORT
i
Application: ~ ANDA 40248/000 Priority: Org Code: 600
Stamp: 24-FEB-1997 Regulatory Due: Action Goal: District Goal: 24-APR-1998
Applicant: UCB PHARMA Brand Name:
1950 LAKE PARK DR Established Name: HYDROCODONE
SMYRNA, GA 30080 BITARTRATE;ACETAMINOPHEN
Generic Name:
Dosage Form: TAB (TABLET)
Strength: 7.5MG/325MG&10 MG/325M
FDA Contacts: T. AMES (HFD-640) 301-827-5849 , Project Manager
J. SIMMONS (HFD-810) 301-594-2570 , Team Leader

Overall Recommendation:

ACCEPTABLE on 23-FEB-2000by S. FERGUSON (HFD-324)301-827-0062
ACCEPTABLE on 23-DEC-1998by J. D AMBROGIO (HFD-324) 301-827-0062
ACCEPTABLE on 22-MAY-1997by J. D AMBROGIO (HFD-324)301-827-0062

Establishment: 1317295
MALLINCKRODT CHEMICAL INC
58 PEARL ST
HOBART, NY 13788

Profile: TCM
Last Milestone:
Milestone Date
Decision:

OAI Status: NONE
OC RECOMMENDATION
14-DEC-1999
ACCEPTABLE

Reason: DISTRICT RECOMMENDATION

DMF No:
AADA No:

Responsibilities: FINISHED DOSAGE
MANUFACTURER

Establishment: 1319618
MALLINCKRODT CHEMICAL INC
13 RATILROAD AVE
HOBART, NY 13788

OAI Status: NONE
OC RECOMMENDATION
20-DEC-1999
ACCEPTABLE
DISTRICT RECOMMENDATION"

Profile: CTL
Last Milestone:
Milestone Date
Decision:
Reason:

DMF No:
AADA No:

L

Responsibilities: ' FINISHED DOSAGE OTHER TESTER

Establishment: 1319687
MALLINCKRODT CHEMICAL INC
18 CORNELL AVE
HOBART, NY 13788

Profile: TCM OAI Status: NONE
Last Milestone: OC RECOMMENDATION

DMF No:
AADA No:

/‘

Responsibilities: FINISHED DOSAGE PACKAGER



18-APR-2000 FDA CDER EES Page 2 of
ESTABLISHMENT EVALUATION REQUEST
SUMMARY REPORT
Milestone Date 13-DEC-1999
Decision: ACCEPTABLE
Reason: BASED ON PROFILE
Establishment: 1419579 DMF No: —~

MALLINCKRODT CHEMICAL INC
LOUIS LATZER DRIVE
GREENVILLE, IL 62246

AADA No: -

Profile: CSN OALI Status: NONE Responsibilities: DRUG SUBSTANCE
Last Milestone: OC RECOMMENDATION - MANUFACTURER
Milestone Date  13-DEC-1999
Decision: ACCEPTABLE
Reason: BASED ON PROFILE
Establishment: 1940521 DMF No: =

MALLINCKRODT CHEMICAL INC AADA No:

3600 NORTH 2ND ST
SAINT LOUIS, MO 63147

Profile: CSN OAI Status: NONE
Last Milestone: OC RECOMMENDATION
Milestone Date 23-FEB-2000

Decision: ACCEPTABLE

Reason: DISTRICT RECOMMENDATION

Responsibilities: DRUG SUBSTANCE
MANUFACTURER

el
e

,——*.q——"/’—-

e e e

Establishment:

Profile: TCM-
Last Milestone:
Milestone Date
Decision:

OAI Status: NONE
OC RECOMMENDATION
13-DEC-1999
ACCEPTABLE

Reason: BASED ON PROFILE

DMF No:
AADA No:

Establishment:
\m

—

—

Profile: CTL OAI Status: NONE

DMF No:
AADA No:

Responsibilities: ———————



18-APR-2000 FDA CDER EES  Page 3o0f
ESTABLISHMENT EVALUATION REQUEST
SUMMARY REPORT

Last Milestone: OC RECOMMENDATION
Milestone Date  05-JAN-2000

Decision: ACCEPTABLE

Reason: DISTRICT RECOMMENDATION

RPPEARS THIS WAY
ON ORIGINAL



06-SEP-2000

FDA CDER EES Page lb of

ESTABLISHMENT EVALUATION REQUEST

SUMMARY REPORT
Application:  ANDA 40284/004 Priority: Org Code: 600 .
Stamp: 01-SEP-2000 Regulatory Due: Action Goal: " District Goal: 01-FEB-2001
Applicant: —_— Brand Name:
TN~ Established Name: ORPHENADRINE CITRATE
—— e ’ .

FDA Contacts: R. YU

D. GILL (HFD-623)

Generic Name:
Dosage Form: EXT (EXTENDED-RELEASE TABLET
Strength: 100 MG
» Project Manager
301-827-5848 , Team Leader

Overall Recommendation:

Establishment: ~ <~~~ DMF No:
—— AADA No:
I
Profile: CSN OAI Status: NONE, Responsibilities: = e >
Last Milestone: SUBMITTED TO OC
Milestone Date: 06-SEP-2000
APPEARS THIS way

ON ORIGINAL



Telephone Conversation Memorandum

ANDA: 40-248 FIRM: UCB Pharma

DRUG: Hydrocodone Bitartrate & Acetaminophen

PERSONS INVOLVED:
FDA: Jeen Min, Glen Smith, and Tao-chin Wang

Firm: Mary Alonso PHONE NUMBER: 770-437-5621
DATE: April 5, 2000 Time: 2:00 PM

The firm will update the following:
1. In process control testing:

a.

—_—

2. Stability Data:

a. Update the unit dose configuration to be 60 tablets
2X3. :

b. Update the —

c. Change the stability protocol to agree with the July
7", 1999 amendment for the expiration dating
calculation.

d. Update the +«—— used for the bottles.

Jeen Min, R. Ph.
Project Manager, Div Chem II, Team 9, OGD

— T

- \%‘\ ‘////o//m

-



APR 13 2888 15:34 FR UCB PHARMA INC 778 437 5507 TO 913918274337 P.B3-713

Form Approved: OMB No. 0910-0338

DEPARTMENT OF HEALTH AND HUMAN SERVICES ation Date: Aol 30, 2000
FOOD AND DRUG ADMINISTRATION o VB St
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, OR AN - '
ANTIBIOTIC DRUG FOR HUMAN USE OREDAUSEONLY
(Title 21, Code of Federal Regutations, 314 & 601) APPLICATION NUMBER
APPLICANT INFORMATION
NAME OF APPLICANT DATE OF SUBMISSION
UCB PHARMA, INC. 13 APRIL 2000
TELEPHONE NO. (Include Area Codej FACSIMILE (FAX) Number (include Area Cods)
770-437-5555 770-437-5507
APPLICANT ADDRESS (Numbaer, Street, City, State, Country, ZIP Code or AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Straat,
Mail Code, and U.S. License number if previously issued): City, State, ZIP Cods. telephione & FAX number) IF APPLICABLE
1950 LAKE PARK DRIVE

SMYRNA, GA 30080

PRODUCT DESCHIPTION _ —
NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER {If praviously isaued)
ESTABLISHED NAME (e.g., Proper name, USF/USAN name) PROPRIETARY NAME (trade name) IF ANY

HYDROCODONE BITARTRATE AND ACETAMINOPHEN
TABLETS, USP 7.5 MQ/325 MG AND 10 MG/325 MG

CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (if any) CODE NAME (/f any}
DOSAGE FORM: STRENGTHS: AOUTE OF ADMINISTRATION:
TABLETS 7.5 MG/325 MG AND 10 MG/3256 MG ORAL

(PROPOSED) INDICATION(S) FOR USE:
MODERATE TO MODERATELY SEVERE PAIN

APPLICATION INFORMATION

/-‘\APPLICATION TYPE
‘check one) [J NEW DRUG APPLICATION (21 CFR 314.50) [ ABBREVIATED APPLICATION (ANDA, AADA, 21 CFR 314.94)
[ BIOLOGICS LICENSE APPLICATION (21 CFR part 601)

.- ANNDA, IDENTIFY THE APPROPRIATE TYPE [SEHOT0) 0505 @ []1507

{F AN ANDA, OR AADA, IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION

Name of Drug Holder of Approved Application '
TYPE OF SUBMISSION

{check ane) L] ORIGINAL APPLICATION [X] AMENDMENT YO A PENDING APPLICATION O RESUBMISSION

{3 prRESUBMISSION [J ANNUAL REPORT (] ESTABLISHMENT DESCRIPTION SUPPLEMENT [ suPAC SUPPLEMENT

UJ EFFICACY SUPPLEMENT ] LABELING SUPPLEMENT [J CHEMISTRY, MANUFACTURING AND CONTROLS SUPPLEMENT ] OTHER

S NI
REASON FOR SUBMISSION
FDA DEFICIENCIES OUTLINED iN 05 APRIL 2000 TELEPHONE CONTACT
PROPOSED MARKETING STATUS (chack one) PJ PRESCRIPTION FRODUCT (Rx) || OVER THE COUNTER PRODUCT (OTC)
NUMBER OF VOLUMES SUBMITTED 1 THIS APPUCATION IS I PAPER [ PAPER AND ELECTRONIC [ ELECTRONIC

ESTABLISHMENT INFORMATION

Provide locationg of alt manufacturing, packaging and control sites for drug substance and drug product (continuation sheets may be used if necessary). inciude nams.
address, contact. talephone number, registration number (GFN), DMF number, and manufacturing steps and/or type of testing (e.g. Final dosape form, Stabllity testing)
conducted at this site. Please indicate whether the site is ready for Inspection or, if not, when it will be ready.

Cross References (iist related License Applications, INDs. NDAs, PMAS, 51 O(k)s, 1DEs, BMFs, and DMFs referenced in the current application)

FORM FDA 358h (4/87) PAGE 1



APR 13 2808 15:34 FR UCB PHARMA INC | 778 437 5587 TO 913018274337 P.84-/13

This application contains the following items: {Chack all that apply)
X 1.  Index
2. Labeling {check one) L] Draft Labsiing [ Final Printed Labeling
3. Summary (21 CFR 314.50 (c))
4. Chemistry section
X A. Chemistry, manufacturing, and controls information {8.g. 21 CFR 314.50 (d) (1}, 21 CFR 601.2) ‘

B. Samples (21 GFR 314.50 {e] (1), 21 CFH 601 2 (a)) (Submit only upon FDA'S request)

C. Methods validation package (e.g. 21 CFR 314.50 (8) (2) (), 21 GFR 601.2)

Nonclinical pharmacology and toxicology Section (e.g. 21 CFR 314.50 (d) (2), 21 CFR 801.2)

Human pharmacokinstics and bicavailability section (e.g. 21 CFR 314.50 (d) (3}, 21 GFR 601.2)

5

6.

7. Clinical Microblology (6.g. 21 CFR 314.50 (d) (4))

8. Clinical data section (.g. 314.50 (d) {5), 21 CFR 601.2)

9. Safety update repon (e.g. 21 CFR 314.50 (d} (5) (vi) (b), 21 CFR 601.2)

10.” Statistical section (e.g. 21 CFH 314.50 (d) (5), 21 CFR 601.2)

11.” Cass report tabulations (e.g. 21 CFR 314.50 (1} (1), 21 CFR 601.2)

12. Case report forms (a.g. 21 CFR 314.50 (f) (2), 21 CFR 601.2)

13. Patent intormation on any patent which claims the drug (21 U.S.C. 355 (b) or (c))

14, A patent certitication with respect to any patent which claims the drug (21 U.S.C. 355 (b) {(2) or (i) (2) (A))

15 Establishment description (21 CFH Part 600, I applicable)

18. Debarment certification (FD&C Act 306 (K)(1))

X | 17. Field copy certification (21 CFR 314.5 (k) (3))

18. User Fee Cover Shest (Form FDA 3397)

19. OTHER {Specify)

CERTIFICATION

1 agree to updats this application with new safety information about the product that may reasonably affect the statement of contraindications, warnings,
precautions, or adverse reactions in the draft labsling. | agree to submit safety update reports as provided for by regulation or as requested by FDA. If

this application is approved, | agree to comply with all applicable laws and regutations that apply to approved applications, including, but not limited to

7~\the foliowing:

1. Goed manufacturing practice regulations in 21 CFR 210 and 211, 606, and/or 820.

2. Biclogical establishment standards in 21 CFR Part 600.

3. Labeling regulations in 21 CFR 201, 808, 610, 680 and/or 809.

4. In the case of a prescription drug or biological product, prescription drug advartising regulations in 21 CFR 202.

5. Regulations on making changes in application In 21 CFR 314.70, 314.71, 314.72, 314.97, 314.99, and 601.12.

8. Regulations on reports in 21 CFR 314.80, 314.81, 600.80, and 600.81.

7. Local, state and Federal environmental impact laws.
If this application applies to a drug product that FDA has proposed for scheduling under the Controlled Substances Act I agree not to market the
product until the Drug Enforcement Administration makes a final scheduling decision.
The data and informatian in this submission have been reviewed and, to the best of my knowledge are certified to be true and accurate.

Warning: a willfully talse statement is a criminal offense, U.S. Caode, title 18, section 1001.

SIGNATURE OF RESPONSIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE DATE

MARY ALONSO 13 APRIL. 2000
MANAGER, REGULATORY AFFAIRS

, City, State, ano ZIP Code) Telephone Numbar

1850 LAKE PARK DRIVE {770 ) 437-5821
SMYRNA, GA 30080 ’

~\

Public reporting burden for this collection of information is sstimated o average 40 hours per response, including the time for reviewing
Instructions, gearching existing daia sources, gathering and maintaining the deta neadad, and complsting and reviewing the collection of information.
Send comments regarding this burden estimate or any other aspect of this collection of information, Including suggestions for reducing this burden to:

DHHS, Reports Clearance Officer An agency may not conduct or sponsor, and a
Paperwork Reduction Project (0910-0338) ‘person Is not requirad to respond to, a collection of
Hubert . Humphrey Building, Room 531-H information unless it displays a currently valid OMB
200 independence Avenue, S W. control number.

Waghington, DC 20201

Please DO NOT RETURN this form to this address.

FORM FDA 356h (¢/37) ’ PAGE 2
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VY

ch Pharma
L J UCB Pharma, Inc. - 1950 Lake Park Drive - Smyrna, Georgia 30080

CERTIFICATION OF THE FIELD OFFICE COPY [§314.96]

UCB Pharma, Inc., the applicant of Abbreviated New Drug Application #40-248
Hydrocodone Bitartrate and Acetaminophen Tablets, USP 7.5 mg/325 mg and

10 mg/325 mg, herewith certifies that a “true” copy of the Amendment #5 - “Telephone
Amendment”, dated 13 April 2000, has been sent to the appropriate field office listed below:

FOOD AND DRUG ADMINISTRATION
Atlanta District Office
60 Eighth Street, SE
Atlanta, GA 30309

Additionally, UCB Pharma, Inc. herewith certifies that a “true” copy of all amendments to
this application will be provided to the field office.

E Date

Alonso

Ma , Regulatory Affairs

Tel. (770) 437-5500
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iy

ch Pharma
L J UCB Pharma, Inc. - 1950 Lake Park Drive - Smyrna, Georgia 30080

STATEMENT OF CONFIDENTIALITY

All of the data and information contained in the attached materials are privileged and
confidential as trade secrets and commercial information of UCB PHARMA, INC.

Under no condition is the disclosure of any portion of the attached materials to any person

or entity other than the Food and Drug Administration authorized without prior consent
of the applicant. '

Tel. (770) 437-5500
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ANDA #40-248 Amendment #5: Telephone Amendment
Hydrocodone Bitartrate and Acetaminophen Tablets, USP 13 April 2000
7.5 mg/325 mg and 10 mg/325 mg

SPONSOR: UCB PHARMA, INC.

1950 LAKE PARK DRIVE
SMYRNA, GA 30080
TABLE OF CONTENTS
DESCRIPTION | PAGE
FOIM FDA 356 ....cooeooettecettcmnrecsreeeanees s sssasssssss e cesssss st sesssseesseesssssasssssesaen -
Field Office Copy CertifICAUON. .....u..uev.eveesreesereiteteeee e eeee s aeeeseesmsesssssseemesesse e eeeeeoe e eeeeone -—
Statement Of CONIAENUANILY ......cc.ovevuriveivecrereiececesceremsieseressssssossessesesrssssesssseessasesssssessosis -
TABLE OF CONTENTS..... 1
1. SUMMARY OF 05 APRIL 2000 TELECONFERENCE ‘ 2
2. UCBPHARMA, INC. RESPONSE 4
ATTACHMENT 1.... 8
ATTACHMENT 2 55
ATTACHMENT 3 66
ATTACHMENT 4 ' 69
ATTACHMENT 5 ' 113

001



APR 13 2000 15:35 FR UCB PHARMA INC 7’8 437 S5@7 TO 913818274337 P.88-13

ANDA #40-248 Amendment #5: Telephonc Amendment
Hydrocodone Bitartrate and Acetaminophen Tablets, USP 13 April 2000
7.5 mg/325 mg and 10 mg/325 mg

1. SUMMARY OF 05 APRIL 2000 TELECONFERENCE

002
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i

S AGENCY TELEPHONE CONTACT

Date of Contact: 05-Apr-2000

Application #/Product: X ANDA #40-248: HcB and Acct. Tabs USP, 7.5/325 mg
O Other: '

Subject: Comments On 6 March 2000 Amendment

Participants: Agency (Name/ Title/ Division/ Agency)

1. Jeen Min, Project Manager, DLPS, OPS, CDER, FDA
2. Tao Wang, Review Chemist, DCII, OPS, CDER, FDA

3. Glen Smith, Chemistry Group Leader, DCII, OPS, CDER,
FDA

UCB (Name/Title/Department)
. 1. Mary Alonso, Manager Regulatory Affairs

SUMMARY:

Information requested by the agency for submission in a telephone amendment:

i

2. Revise the in-process methods for the === and test tablets (o add a paragraph at the beginning
to identify which tests given in the procedure are apphcable for ===, and which are applicable
for test tablets.

3. Revise the stability protocols to update the description of the umt dosc configurations to reflect
cards of 6's.

4. Revise the stability protocols to modify the statement under Expiration Dating section to reflect
that the expiry of the product will be based on the date of commingling of the API with the
excipients in the process.

S. Prov1de a brief written summary of the chmnology regarding the change in company name from
— for the" — as listed in the stability protocols.

6. The response to Question #5 c identifies the. —used to manufacture the - - bottles used to
package the exhibit batches of the 7.5/325 tablets as "~ and’

.= The 10/325 tablets were packaged in = —. bottles made from | ——————
- only. However, the stability summary reports submitted show that both .__ wvere used

in the  —— bottles used to package the 10/325 tablets. Please clarify.

003
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This APPROVAL SUMMARY supersedes the one prepared on July 28, 1999.
(APPROVAL SUMMARY)
REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

YANDA Number 40-248 Date of Submission: Apnl 4, 2000
' : 'Appllcant's Name ~ucB Pharma, Inc

:'- ..Establlsh’ed Name: . Hydrocodone Bitartrate and Acetamlnophen Tablets USP75 mgl325 mg and
TR 10mgl325mg

.

APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval):

Do you have 12 Fmal Pnnted Labels and Labelmg" yes

C talner Labels 1008

‘ sat'Sfacm’y '" F P L as °fAUgust 17, 1998 submission.
lt:Dose Bllster Label S o e

’w

, Satlsfactory in FPL as of August 17 1 998 submlssron
’ Umt Dose Carton La ‘ellng 605 - ' '

Sat:sfactory m FPL as of Aprll 4 2000 subm:ss:on

i Professuonal Package Insert Labelmg (Two separate mserts for 7.5 mg/325 mg & 10 mg/325 mg
strengths) .

_ Satrsfactory as of Apnl 4, 2000 subm:ssron

ovi "|ons needed post-approval lnsert ,

Relocate “Rx only” to |mmed|ately beneath the tltle of the insert.

May elete the “ \-—~ “statement under the QES(;RIPTION section.

Vas this approval based upon a petltlon‘? Yes - The f‘ irm submltted this application based on a
petltlon that ‘was approved June 8,1987 for Mlkart Inc This petrtlon allowed for the strengths this
' See sectlon iI in Vol 1 1 : .

; the RLD on the 356(h) form V'codm® 5/500

ANDA 88-058

NDA:Number..

NDA Drug Name , V'codm® 51500




NDA Firm: Knoll Laboratories

Date of Approval of NDA Insert and supplement #: Based on the labeling guidance for Hydrocodone
Bitartrate and Acetaminophen Tablets, USP, Revised 4/94.

Was thls_ approval based upon an OGl) labeling guidance? Yes

'‘Basis of Approval for the Container Labels:
V'codm labels submntted for the side-by-side review.

’ :Basls of Approval for the Carton Labeling:
'Vicodin container labels submitted for the side-by-side review.

-Other Comments
e There is no NDA for this drug product. Vicodin and Lortab are both listed as RLDs in the
Orange Book.

. FOR THE RECORD: (portions taken from previous review)

Revuew based on the labeling guldance for Hydrocodone Bitartrate and Acetaminophen
" Tablets USP, Revised 4/94. The generic firm has proposed separate inserts for each
strength After discussion wnth John Grace this was found to be acceptable.

Other mformatlon pertammg labeling review of thls product

C Acetammophen information in the Iabellng guidance was obtained from the labeling
- of FIORICET WITH CODINE (NDA: 20-232), approved 7/30/92. The labeling for NDA
. 20-232 was last approved 5/20/98. There i5 no.new information regarding
S ’acetammophen in this'last approved Iabelmg as compared to the ane approved
7I3OI92

: b. - The RLD for this product is V'codm® tablets (ANDA 88-058 Knoll Pharm), 5 mgISOO
: mg The labelmg of V'odm® was last appproved 91 0/92.

e ‘ Accordlng to the Orange Book, Norco® tablets, (ANDA 40-148, Watson), is a RLD for
10 mg/325 mg. The |abel|ng for this product was last approved 2M14/97.

' d  Refer to the file folder for information on the background for the labeling guidance,
' o scoring & dosage mformatlon

>Patentl Exclusuvrtles :

There are no patenis or excluslvltles that pertain to this drug product
. StorageIDlspensmg Condltlons
NDA: - iStore at controlled room temperature 150 - 30[31 c (59E| -
- 860 F). Dispense in a tlght, hght-re5|stant container as
: deﬁned in the USP '

. ANDA. Store at controlled room temperature , 15E| 30D C (590 - 860 F). Dispense ina
B tlght l|ght-re5|stant contalner wrth a chlld-reS|stant closure. .

USP Preserve in tlght, llght-re515tant contalners
v Scormg ' ‘ '
, NDA. V‘codm Tablet is Scored.

' ANDA: Not Scored.



There is no NDA for this product. All of these products have mixed scoring configurations.
The 5/325 Lortab tablet was not scored but the Vicodin tablet is. After discussion with John
Grace the differences in the scoring configurations were found to be acceptable.

6. Product Line:

The innovator markets their product in bottles of 100s, 500s and unit dose packages of 100
'(4 X .25)

The appllcant proposes to market their product in bottles of 100s and unit dose packages of
(6 x 10) ' _

7 The tablet lmprmtmgs have been accurately described in the HOW SUPPLIED section as

~ required by 21 CFR 206, et al. (Imprinting of Solid Oral Dosage Form Products for Human
‘ Use, Fmal Rule, effectlve 91 3I95) See pages 9-019 and 9-012, Vol. 1.9.

g lnactwehgredrents:

 The fisting of inactive ingredients in the DESCRIPTION section of the package insert
appears to be consistent with the listing of inactive ingredients found in the statement of
components and composition appearing on pages 1-171 and 1-172, Vol. 1.1.

' All manufacturmg will be performed by} ————— __— The labelmg and finished
‘bottle packaging will be performed by _——————— which is a subsidiary of ——
D — The unit dose will be packaged by - All other -
- ouislde fi rms are utilized for testmg See pages 2010 and 011, Vol. 1.2

COntamerIClosure.

-.:.Thls ;produ' ' WI“ be packaged as follows

) Th bottles of 100 W|ll be packaged in' ___ bottles with a CRC cap.

L The unit dose"tablets w:ll be packaged i m clear —Ffilm
v type bllsters wnh fo:l backmg : See page 4-012, Vol. 1.4.

- _f“The umt dose carton labeling bears “Dlspense in.” stafement same as the one found on
o Vthe contamer Iabels. s

The followmg statemenis in the OVERDOSAGE section W|ll very l|kely be revised at a future -
date because of a consult response received on 5/16/97 for ANDA 88-584 - '
‘(DlhydrocodemelAPAPICaffelne) from Dr. Christina Fang (HFD-550 - DAAODP) Dr.
. .-Christina Fang suggested that these statements are unsubstantiated and thus should be

- deleted. However, since these statements appear in the labeling for a number of APAP -
COntalnlng products in the market places, OGD asked HFD-550 to reconsider Dr. Fang’ s
'recommendatlon. Dr. Morderchai Averbuch at HFD-550 responded that an overdose'
wammg on acetammophen ‘should be included in the labeling and proposed a revised

" overdose section for APAP {See the copy of the e-mail from Dr. Morderchai Averbuch in the
- file holder for DlhydrocodemelAPAPICaffeme for detail). This revised overdose section still

does not. appear in the last approved insert: labelmg of Florlcet W|th codeme Capsules (NDA

. _22-232!5-008 approved 5120I98)

ln ad.:lts hepatlc tox:clty has rarely been reported with acute overdoses of less than
1G grams or fatalltles W|th less than15 grams. :

b _‘ The toxic dose for adulis for acetammophen is 10 9 -

The f' m: has changed the packagmg of umt-dose from 100 (4 x25) to 60 (6 x 10) This
: amendment submitted 4/4/00 reflects this change of the carton and insert labeling.
g,

’-'1’:7._';)‘
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(APPROVAL SUMMARY)
REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number : 40-248 Date of Submission: July 7, 1999
Applicant's Name: UCB Pharma, Inc.

Established Name: Hydrocodone Bitartrate and
: Acetaminophen Tablets, USP
7.5 mg/325 mg and 10 mg/325 mg

APPROVAL SUMMARY (List the package size, strength(s), and date of
submission for approval):

Do you have 12 Final Printed Labels and Labeling? NO (11)-
Acceptable

- Container Labels: 100s

Satisfactory in FPL as of August 17, 1998 submission.
Unit Dose Blister Label:

Satisfactory in FPL as of August 17, 1998 submission.
Unit Dose Carton Labeling: 100s

Satisfactory in FPL as of July 7, 1999 submission.

Professional Package Insert Labeling (Two separate inserts for
7.5 mg/325 mg & 10 mg/325 mg strengths):

Satisfactory as of August 17, 1998 submission.r

Revisions needed post-approval: Insert

1. Relocate “Rx only” to immediately beneath the title of the
‘insert.
2. May delete the <“————,. “statement under the DESCRIPTION

section.



BASIS OF APPROVAL:

Was this approval based upon a petition? Yes ~ The firm
submitted this application based on a petition that was approved
June 8, 1987 for Mikart Inc. This petition allowed for the
strengths this firm has proposed. See section II in Vol. 1.1.
What is the RLD on the 356(h) form: Vicodin® 5/500

NDA Number: ANDA 88-058

NDA Drug Name: Vicodin® 5/500

NDA Firm: Knoll Laboratories

Date of Approval of NDA Insert and supplement #: Based on the
labeling guidance for Hydrocodone Bitartrate and Acetaminophen
Tablets, USP, Revised 4/94.

Was this approval based upon an OGD labeling guidance? Yes

Basis of Approval for the Container Labels:
Vicodin labels submitted for the side-by-side review.

Basis of Approval for the Carton Labeling:
Vicodin container labels submitted for the side-by-side review.

Other Comments: :
" There is no NDA for this drug product. Vicodin and Lortab
are both listed as RLD'’s in the Orange Book.

FOR THE RECORD: (portions taken from previous review)

1. Review based on the labeling guidance for Hydrocodone
Bitartrate and Acetaminophen Tablets USP, Revised 4/94. The
generic firm has proposed separate inserts for each
strength. After discussion with John Grace this was found
to be acceptable.

Other information pertaining labeling review of this product

N

a. Acetaminophen information in the labeling guidance was
obtained from the labeling of FIORICET WITH CODINE
(NDA: 20-232), approved 7/30/92. The labeling for NDA
20-232 was last approved 5/20/98. There is no new
information regarding acetaminophen in this last
approved labeling as compared to the one approved
7/30/92.



b. The RLD for this product is Vicodin® tablets (ANDA 88-
058, Knoll Pharm), 5 mg/500 mg. The labeling of
Viodin® was last appproved 9/10/92.

Cc. According to the Orange Book, Norco® tablets, (ANDA 40~
148, Watson), is a RLD for 10 mg/325 mg. The labeling
for this product was last approved 2/14/97.

d. Refer to the file folder for information on the
background for the labeling guidance, scoring & dosage
information.

Patent/ Exclusivities:

There are no patents or exclusivities that pertain to this
drug product. :

Storage/Dispénsing Conditions:

NDA: Store at controlled room temperature 15° - 30° Cc (59° -
86° ¥). Dispense in a tight, light-resistant container as
defined in the USP.

ANDA: Store at controlled room temperature 15° -
30° Cc (59° - 86° F). Dispense in a tight, light-
resistant container with a child-resistant
closure.

USP: Preserve in tight, light-resistant containers.

Scoring:

NDA: Vicodin Tablet is Scored.

ANDA: Not Scored.

.There is no NDA for this product. All of these products

have mixed scoring configurations. The 5/325 Lortab tablet
was not scored but the Vicodin tablet is. After discussion
with John Grace the differences in the scoring
configurations were found to be acceptable.

Product Line:

The innov&tor markets their product in bottles of 100s, 500s
and unit dose packages of 100 (4 x 25).

The applicant proposes to market their product in bottles of
100s and unit dose packages of 100 (4 x 25).

The tablet imprintings have been accurately described in the
HOW SUPPLIED section as required by 21 CFR 206, et al.
(Imprinting of Solid Oral Dosage Form Products for Human



10.

11.

12.

Use; Final Rule, effective 9/13/95). See pages 9-019 and 9-
012, Vol. 1.9.

Inactive Ingredients:

The listing of inactive ingredients in the DESCRIPTION
section of the package insert appears to be consistent with
the listing of inactive ingredients found in the statement
of components and composition appearing on pages 1-171 and
1-172, Vol. 1.1.

All manufacturing will be performed by D.M. Graham, Hobart
NY. The labeling and finished bottle packaging will be

performed by Pharm Tech Packaging which is a subsidiary of
D.M. Graham. The unit dose will be s

e

iy

——""". See pages 2-010 and 011, Vol. 1.2.
Container/Closure:
This product will be packaged as follows:

The bottles of 100 will be packaged in -— bottles with a
CRC cap.

The unit dose tablets will be packaged in clear — film
type blisters with foil backing. See page 4-012, Vol. 1.4.
The unit dose carton labeling bears “Dispense in..."”
statement same as the one found on the container labels.

The following statements in the OVERDOSAGE section will very
likely be revised at a future date because of a consult
response received on 5/16/97 for ANDA 88-584
(Dihydrocodeine/APAP/Caffeine) from Drx. Christina Fang
(HFD-550 - DAAODP). Dr. Christina Fang suggested that these
statements are unsubstantiated and thus should be deleted.
However, since these statements appear in the labeling for a
number of APAP containing products in the market places, OGD
asked HFD-550 to reconsider Dr. Fang’s recommendation. Dr.
Morderchai Averbuch at HFD-550 responded that an overdose
warning on acetaminophen should be included in the labeling
and'propoéed'a revised overdose section for APAP (See the
copy of the e-mail from Dr. Morderchai Averbuch in the file
holder for Dihydrocodeine/APAP/Caffeine for detail). This
revised overdose section still does not appear in the last
approved insert labeling of Fioricet with codeine Capsules
(NDA 22-232/5-008, approved 5/20/98).

a. In adults, hepatic toxicity has rarely been reported
with acute overdoses of less than 10 grams or
fatalities with less than 15 grams.



b. The toxic dose for adults for acetaminophen is 10 gq.

Date of Review: 7/28/99 Date of Submission: 7/7/99
7
Primary Reviewer: Chan Park Dq@: /) I % é [ QD
Team Leader: Charlie Hoppes/ . Date:
c|
= % lqy
- I\ -y
A ‘
cec: Y N éall
ANDA 40-248 /\!/‘jy;f’ 3’/('/q‘5
DUP/DIVISION FILE

HFD-613/Cpark/CHoppes (no cc)
V:\FIRMSNZ\UCBPHARM\LTRS &REV\40248.apl
Review

APPEARS THIS WAY
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Telephone Conversation Memorandum
ANDA: 40-248

DRUG: Hydrocodone Bitartrate and Acetaminophen Tablets USP,
7.5 mg/325 mg and 10 mg/325 mg

FIRM: UCB Pharma, Inc.

PERSONS INVOLVED: Mary Alonso, UCB Pharma
Tim Ames, FDA

PHONE NUMBER: 770-437-5621
770-437-5507

DATE: March 23 1999

Background:

Firm faxed in request for clarification dated 3/16/99 (see
attached). Chemistry Reviewer, Bob Permisohn provided responses
{see attached).

The attached clarifications were conveyed and faxed to the firm.
They accepted these clarifications and thanked the agency for

this assistance.

Timothy W. Ames, R.Ph., M.P.H.
Project Manager, Div Chem II, Branch 6, 0OGD

/sl

b S ray )

cc: ANDA 40-248
Division file (1)
HFD-617/TAmes/PHONE.189

File: V:\firmsnz\ucbpharm\telecons\phone.183
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REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 40-248 Date of Submission: August 17, 1998
Applicant's Name: UCB Pharma, Inc.

Established Name: Hydrocodone Bitartrate and
Acetaminophen Tablets, USP 7.5
mg/325 mg and 10 mg/325 mg

Labeling Deficiencies:
Unit Dose Carton Label

Pléase include the “Each Tablet Contains” information on the main
panel as. seen on the container label. :

Please revise your unit dose container labels, as instructed
above, and submit in final print.

Please note that we reserve the right to request further changes
in your labels and/or labeling based upon changes in the approved
" labeling of the listed drug or upon further review of the

application prior to approval.

- ~ ~— n

Jerry Phillips

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research



APPROVAL SUMMARY (List the package size, strength(s), and date of
submission for approval):

Do you have 12 Final Printed Labels and Labeling? NO (11)

Container Labels: 100s

Satisfactory as of August 17, 1998 submission.
Unit Dose Blister Label:

Satisfactory as of August 17, 1998 submission.
Unit Dose Carton Label:

Professional Package Insert Labeling:

Satisfactory as of August 17, 1998 submission.
Revisions needed post-approval: Insert - Relocate “Rx only” to
immediately beneath the title of the insert

BASIS OF APPROVAL:

Was this approval based upon a petition? Yes - The firm

submitted this application based on a petition that was approved

- June 8, 1987 for Mikart Inc. This petition allowed for the

. strengths this firm has proposed. See section IT in Vol. 1.1.
What is the RLD on the 356(h) form: Vicodin® 5/500

NDA Number: ANDA 88-058

NDA Drug Name: Vicodin® 5/500

NDA Firm: Knoll Laboratories

Date of Approval of NDA Insert and supplement #: Based on the
labeling guidance for Hydrocodone Bitartrate and Acetaminophen

Tablets, USP, Revised 4/94.

Was this approval based upon an OGD labeling guidance? Yes

Basis of Approval for the Container Labels:
Vicodin labels submitted for the side-by-side review.

Basis of Approval for the Carton Labeling:
Vicodin container labels submitted for the side-by-side review.

Other Comments: _
There is no NDA for this drug product. Vicodin and Lortab
are both listed as RLD’s in the Orange Book.




REVIEW OF PROFESSIONAL LABELING CHECK LIST

Established Name

Different name than on acceptance to file letter? X

Is this product a USP item? If so, USP supplement in which verification was X
assured. USP 23

Is this name different than that used in the Orange Book? Orange Book lists X
Acetaminophen first.

Error Prevention Analysis

Has the firm proposed a proprietary name? NO. X
Packaging : : g 3
Is this a new packaging configuration, never been approved by an ANDA or NDA? If X

yes, describe in FTR.

Is this package size mismatched with the recommended dosage? If yes, the Poison X
Prevention Act may require a CRC.

Does the package proposed have any safety and/or regulatory concerns? X

Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections and the X
packaging configuration?

Is the strength and/or concentration of the product unsupported by the insert X
labeling? ’
Is the color of the container (i.e. the color of the cap of a mydriatic ophthalmic) X

or cap incorrect?

Individual cartons required? Issues for FTR: Innovator individually cartoned? X
Light sensitive product which might require cartoning? Must the package insert
accompany the product?

Are there any other safety concerns?

Labeling

Is the name of the drﬁg unclear in print or lacking in prominence? (Name should be
the most prominent information on the label).

Has applicant failed to clearly differentiate mmltiple product strengths? X

Is the corporate logo larger than 1/3 container label? (No regulation - see ASHP X
guidelines)

Does RLD make special differentiation for this label? (i.e., Pediatric strength vs ’ X
Adult; Oral Solution vs Concentrate, Warning Statements that might be in red for

the NDA)

Is the Manufactured by/Distributor statement incorrect or falsely inconsistent X

between labels and labeling? Is "Jointly Manufactured by...", statement needed?

Failure to describe solid oral dosage form identifying markings in HOW SUPPLIED? X

Has the firm failed to adequately support compatibility or stability claims which X
appear in the insert labeling? Note: Chemist should confirm the data has been
adequately supported.

8coring : Describe scoring configuration of RLD and applicant (page #) in the FIR

Is the scoring configuratidn different than the RLD?Y X

HEas the firm failed to describe the scoring in the HOW SUPPLIED section?

Inactive Ingredients: (FTR: List page # in application where inactives are
listed)




Does the product contain alcohol? If so, has the accuracy of the statement been X

confirmed?

Do any of the inactives differ in concentration for this route of administration? X
Any adverse effects anticipated from inactives (i.e., benzyl alcohol in neonates)? X
Is there a discrepancy in inactives between DESCRIPTION and the composition X
statement? '

‘Has the term "other ingredients"” been used to protect a trade secret? If so, is X

claim supported?

Failure to list the coloring agents if the composition statement lists e.g., X
Opacode, Opaspray?

Failure to list dyes in imprinting inks? (Coloring agents e.g., iron oxides need X
not be listed)

USP Issues: (FTR: List USP/NDA/ANDA dispensing/storage recommendations) ; B

SR

Do container recommendations f£ail to meet or exceed USP/NDA recommendations? If so, X
are the recommendations supported and is the difference acceptable?

Does USP have labeling recommendations? If any, does ANDA meet them? X
Is the product light sensitive? If so, is NDA and/ox ANDA ip a light resistant X
container?

Failure of DESCRIPTION to meet USP Description and Solubility information? If so, X

USP information should be used. However, only include solvents appearing in
innovator labeling.

‘ Bioequivalence Issues: (Compare biocequivalency values: insert to study.
List Cmax, Tmax, T 1/2 and date study acceptable)

‘Insert labeling references a food effect or a no-effect? If so, was a food study X
done? .

Has CLINICAL PHARMACOLOGY been modified? If so, briefly detail where/why. : X
Patent/Exclusivity Issues?: FTR: Check the Orange Book edition or X
cumulative supplement for verification of the latest Patent or Exclusivity. List

expiration date for all patents, exclusivities, etc. or if none, please state.

FOR THE RECORD: (portions taken from previous review)

1.

Review based on the labeling guidance for Hydrocodone
Bitartrate and Acetaminophen Tablets USP, Revised 4/94. The
generic firm has proposed separate inserts for each
strength. After discussion with John Grace this was found
to be acceptable.

Patent/ Exclusivities:

There are no patents or exclusivities that pertain to this
drug product.

Storage/Dispensing Conditions:
NDA: Store at controlled room temperature 15° - 30° C (59° -

86° F). Dispense in a tight, light-resistant container
as defined in the USP.



10. Review done with red jackets - There are 11 FPL of each
labeling piece in the blue jacket.

Date of Review: 11-6-98 Date of Submission: 8-17-98
Primary Reviewer: AdolpthFzza Date:

R ] 1e]4g
Team Leader: Charlie Hoppes’ Date:

(L( /

/8/ /28

W kS -
ccC:

ANDA 40-248

DUP/DIVISION FILE

HFD-613/AVezza/CHoppes (no cc)

aev/11/6/98/X: \NEW\FIRMSNZ\UCBPHARM\LTRS&REV\40248NAZ2.L
Review

APPEARS THIS WAY
0N ORIGINAL



REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 40-248 Date of Submission: February 21, 1997
Applicant’s Name: UCB Pharma, Inc.

Established Name: Hydrocodone Bitartrate and Acetaminophen
Tablets, USP 7.5 mg/325 mg and 10 mg/325 mg

Labeling Deficiencies:
1. CONTAINER (100s)
a. We encourage you to differentiate your product
strengths by the use of boxing, contrasting colors
or some other means.

b. Delete the comma that follows “temperature” in the
storage temperature recommendations.

c. Please ensure that the controlled substance symbol
does not obscure any text.

d. Replace the <. with a colon in the “Warning:
May be habit forming.” statement.

2. UNIT DOSE BLISTER

a. Revise to read .~—" rather than “Tablets” in
the established name.

b. Revise to read “Manufactured for UCB Pharma, Inc.”
' (or Mfg. for...).

3. UNIT DOSE CARTON (100s - 4 x 25)
See comments under CONTAINER.
4. INSERT
a. PRECAUTIONS
Pediatric Use - Revise to read as follows:

...in pediatric patients have not...



b. OVERDOSAGE
Signs and Symptoms, Acetaminophen - Revise to read
“gverdoses” rather than _~———— in the last
sentence of the last paragraph.

C. DOSAGE AND ADMINISTRATION

The last sentence should read “,..not exceed 6
tablets.” (For both inserts) '

d. HOW SUPPLIED

i. Revise to read ° : rather than
“contain” and “capsule-shaped” (add hyphen) in
the first sentence.

ii. Revise the 7.5 mg/325 mg insert to read
“« __debossed ucb on one side and 960 on the
other..."” rather than “...ucb/960...". 1In
addition revise the 10 mg/325 mg insert to
read “...debossed ucb on one side and 940 on
the other side...”.

iii. See comment b under CONTAINER.

Please revise your unit dose blister and container labels,
carton and insert labeling, as instructed above, and submit
" final printed container and unit dose labels, carton and
insert labeling.

Please note that we reserve the right to request further
changes in your labels and/or labeling based upon changes in
the approved labeling of the listed drug or upon further
review of the application prior to approval.

To facilitate review of your next submission, and in
accordance with 21 CFR 314.94(a) (8) (iv), please provide a
side-by-side comparison of your proposed labeling with your
last submission with all differences annotated and :
explained.

/7
S 4
Jerg§¢;hillips //7

Director

Division of Labeling and Program Support
Ooffice of Generic Drugs

Center for Drug Evaluation and Research




APPROVAL SUMMARY (List the package size, strength(s), and date of
submission for approval):

Do you have 12 Final Printed Labels and Labeling? Yes No
If no, list why:

Container Labels:

Unit Dose Blister Label:

Unit Dose Carton Label:

Professional Package Insert Labeling:

Revisions needed post-approval:

BASIS OF APPROVAL:

Was this approval based upon a petition? Yes - The firm
submitted this application based on a petition that was approved
June 8, 1987 for Mikart Inc. This petition allowed for the
strengths this firm has proposed. See section II in Vol. 1.1.
What is the RLD on the 356(h) form: Vicodin® 5/500

NDA Number: ANDA 88-058

NDA Drug Name: Vicodin® 5/500

NDA Firm: Knoll Laboratories

Date of Approval of NDA Insert and supplement #: Based on the
labeling guidance for Hydrocodone Bitartrate and Acetaminophen
Tablets, USP, Revised 4/94.

Was this approval based upon an OGD labeling guidance? Yes

Basis of Approval for the Container Labels:
Vicodin labels submitted for the side-by-side review.

Basis of Approval for the Carton Labeling:
Vicodin container labels submitted for the side-by-side review.

Other Comments:
There is no NDA for this drug product. Vicodin and Lortab
are both listed as RLD's in the Orange Book.



Patent/Exclusivity Issues?: FIR: Check the Orange Book edition or X
cumulative supplement for verification of the latest Patent or Exclusivity. List
expiration date for all patents, exclusivities, etc. or if none, please state.

**%%#*NOTES TO THE PROJECT MANAGER#®#*##%

Please assure the NOTE TO THE CHEMIST is answered prior to faxing
the labeling comments. Thanks.

**%#**NOTES/QUESTIONS TO THE CHEMIST:#*#&%#%%

See comment 4 ii. under INSERT. Do you concur?

FOR THE RECORD:

1.

Review based on the labeling guidance for Hydrocodone
Bitartrate and Acetaminophen Tablets USP, Revised 4/94.
The generic firm has proposed separate inserts for each
strength. After discussion with John Grace this was
found to be acceptable.

Patent/ Exclusivities:

There are no patents or exclusivities that pertain to
this drug product.

Storage/Dispensing Conditions:

NDA: Store at controlled room temperature 15° - 30° C
(59° - 86° F). Dispense in a tight, light-
resistant container as defined in the USP.

ANDA: Store at controlled room temperature
15° - 30° C (59° -~ 86° F). Dispense in a
tight, light-resistant container with a
child-resistant closure.

USP: Preserve in tight, light-resistant containers.
Scoring:

NDA: Vicodin Tablet is Scored.
ANDA: Not Scored.

There is no NDA for this product. All of these
products have mixed scoring configurations. The 5/325
Lortab tablet was not scored but the Vicodin tablet is.
After discussion with John Grace the differences in the.
scoring configurations were found to be acceptable.

Product Line:

The innovator markets their product in bottles of 100s,
500s and unit dose packages of 100 (4 x 25).

The applicant proposes to market their product in
bottles of 100s and unit dose packages of 100 (4 x 25).



/
ELECTRONTIZC MAIL MESSAGE
Date: 01-May-1997 04:46pm EDT
From: William Rickman
RICKMAN
Dept: HFD-615 MPN2 113
Tel No: 301-594-0315 FAX 301-594-0174
TO: STANLEY E ROBERTS (ORA) { SROBERTS@ORA.FDA.GOV @INTERNET )

Subject: RE: Methods Verification
The Office of Generic Drugs has accepted for filing the following ANDAS:

75-088 cromolyn sodium ophthalmic solution USP, 4%
King Pharm., Inc.

Att: Thomas Rogers

501 Fifth street

Bristol, TN 37620

(423)989-8001

40- 248L/Lydrocodone bitartrate and acetaminophen tablets USP, 7.5 mg/325 mg and
] g/325 mg

L Pharma, Inc.

Att: Patricia Fritz

1950 Lake Park Drive

Smryna, GA 30080

(770)437-5500



CDER Establishment Evaluation Report Page 2 of 2

for April 15,1997

Establishment: ———s Responsibilities: _
o g LA ‘\»\.- - 4&‘1
- e DMF No:
Profile: TCM  OAI Status: NONE
Last Milestone: DRAFT 15-APR-1997
Last Comp. St.: NONE
Establishment: . ——— Responsibilities:
I e
DMF No:
Profile: TCM OAI Status: NONE
Last Milestone: DRAFT 15-APR-1997
Last Comp. St.: NONE
Establishment:  — Responsibilities:
—
- T DMF No:
Profile: TCM OALI Status: NONE
Last Milestone: DRAFT 15-APR-1997
Last Comp. St.. NONE
Overall Recommendation:
APPEARS THIS WAY
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CENTER FOR DRUG EVALUATION
AND RESEARCH

APPLICATION NUMBER:

40-248

CORRESPONDENCE
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E0 Pharma
L UCB Pharma, Inc. - 1950 Lake Park Drive - Smyrna, Georgia 30080
13 April 2000
Office of Generic Drugs

Center for Drug Evaluation and Research
Food and Drug Administration
Document Control Room NC o FA
Metro Park North II

7500 Standish Place, Room 150

Rockville, Maryland 20855-2773

AETUG S IR T e
CENEE TEATE T T Fl s
Lo DOursp

ANDA #40-248
Hydrocodone Bitartrate and Acetaminophen Tablets, USP
7.5 mg/325 mg and 10 mg/325 mg

Amendment #5
“Telephone Amendment”
Dear Sir or Madam:

Reference is made to UCB Pharma’s Abbreviated New Drug Application (ANDA) #40-248
for Hydrocodone Bitartrate and Acetaminophen Tablets, USP 7.5 mg/325 mg and

10 mg/325 mg submitted for filing on 21 February 1997, accepted for filing on 01 May 1997,
Amendment #1 filed 05 March 1998, Amendment #2 filed 17 August 1998, Amendment #3
filed 07 July 1999 and Amendment #4 filed 06 March 2000. Reference is also made to a
telephone conversation with Jeen Min, Tao Wang and Glen Smith of the Food and Drug
Administration on 05 April 2000 that outlined specific deficiencies within the pending
application.

Herewith submitted in duplicate, is a telephone amendment to address the FDA’s deficiencies
outlined in the above referenced telephone conversation.

Should you have any additional questions, please feel free to contact the undersigned at
(770)-437-5621 by telephone or (770)-437-5507 by facsimile.

Mary D. Alonso
Manager, Regulatory Affairs

Sincerely,

Tel. (770) 437-5500
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cth Pharma
L UCB Pharma, Inc. - 1950 Lake Park Drive - Smyrna, Georgia 30080

04 April, 2000

Office of Generic Drugs

Center for Drug Evaluation and Research

Food and Drug Administration
Document Control Room

Metro Park North II

7500 Standish Place, Room 150

Rockville, Maryland 20855-2773

ANDA #40-248
Hydrocodone Bitartrate and Acetaminophen Tablets, USP
7.5 mg/325 mg and 10 mg/325 mg

Amendment 5
Telephone Amendment

Dear Sir or Madam,

Reference is made to UCB Pharma’s Abbreviated New Drug Application (ANDA) # 40-248
for Hydrocodone Bitartrate and Acetaminophen Tablets, USP, 7.5 mg/325 mg and 10 mg/325
mg submitted on 21 February 1997, accepted for filing on 01 May 1997. Also, reference is
made to Amendments filed to the application on 05 March 1998, 17 August 1998, 07 July
1999 and 06 March 2000. Reference is also made to a FDA deficiency letter received via
facsimile dated 07 of February 2000 that outlined specific deficiencies within the pending
application and a subsequent teleconference on 21 March 2000 with Mr. Chan Park.

Mr. Park requested new final printed labeling (FPL) for the hospital unit dose cartons and the
package inserts for the changes in blister cards from = ~———— and in cartons from 100
(4x25) to - ~. Mr. Chan indicated that true color printer proofs of the carton would be
acceptable. '

Herewith submitted in duplicate, is a telephone amendment providing a side-by-side
comparison of the previously submitted FPL with the revised labeling, and 12 copies of new
final printed labeling for each strength.

Should you have any additional questions, please contact the undersigned at (770) 437-5559
by telephone or (770) 437-5507 by facsimile.

FOR 53
%N

. RECD
APR 05 2000

Sincerely,

Diane F. Vandeputte, Ph.D.
Senior Manager, Regulatory Affairs

Tel. (770) 437-5500
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ch Pharma
L UCB Pharma, Inc. - 1950 Lake Park Drive - Smyrna, Georgia 30080

06 March 2000

Office of Generic Drugs
Center for Drug Evaluation and Research c o e N Yrd '
Food and Drug Administration MOR (705 AMENDWLRS
Document Control Room ’?%
Metro Park North II P
7500 Standish Place, Room 150

“Rockville, Maryland 20855-2773

ANDA #40-248
Hydrocodone Bitartrate and Acetaminophen Tablets, USP
7.5 mg/325 mg and 10 mg/325 mg

Amendment #4
“Facsimile Amendment”

Dear Sir or Madam:

Reference is made to UCB Pharma’s Abbreviated New Drug Application (ANDA) #40-248
for Hydrocodone Bitartrate and Acetaminophen Tablets, USP 7.5 mg/325 mg and

10 mg/325 mg submitted for filing on 21 February 1997, accepted for filing on 01 May 1997,
Amendment #1 filed 05 March 1998, Amendment #2 filed 17 August 1998, and Amendment
#3 filed 07 July 1999. Reference is also made to a deficiency letter received via facsimile
from the Food and Drug Administration dated 07 of February 2000 that outlined specific
deficiencies within the pending application.

Herewith submitted in duplicate, is a facsimile amendment to address the FDA’s deficiencies
outlined in the above referenced letter.

Should you have any additional questions, please feel free to contact the undersigned at
(770)-437-5621 by telephone or (770)-437-5507 by facsimile.

‘Sincerely,

4-07)

Tel. (770) 437-5500
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cth Pharma
L J UCB Pharma, Inc. - 1950 Lake Park Drive - Smyrna, Georgia 30080

July 7, 1999 ]:,F'L
Office of Generic Drugs OHIG AMENDMENT

Center for Drug Evaluation and Research A C
Food and Drug Administration :
Document Control Room

Metro Park North I

7500 Standish Place, Room 150

Rockville, Maryland 20855-2773

ANDA #40-248
Hydrocodone Bitartrate and Acetaminophen Tablets, USP
7.5 mg/325 mg and 10 mg/325 mg

Amendment #3

“Major Amendment”
Dear Sir or Madam:

Reference is made to UCB Pharma’s Abbreviated New Drug Application (ANDA) #40-248 for
Hydrocodone Bitartrate and Acetaminophen Tablets, USP 7.5 mg/325 mg and 10 mg/325 mg
submitted for filing on February 21, 1997, accepted for filing on May 1, 1997 and Amendment
#1 filed March 5, 1998. Reference is also made to a deficiency letter received via facsimile from
the Food and Drug Administration dated March 4, 1999 which outlined specific “major”

deficiencies within the pending application.

Herewith submitted in duplicate, is a major amendment to address the FDA’s deficiencies

outlined in the above referenced letter.

Should you have any additional questions, please feel free to contact the undersigned at (770)-

437-5621 by telephone or (770)-437-5507 by facsimile.

Sincerely,

Senior Regulatory Affairs Associate

Tel. (770) 437-5500
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’ ‘ | 1950 Lake Park Drive
ch Pharma Smyrna, Georgia 30080

- S s 50 of|ag mE

R ot te
FAX i Sl Ny et

Date  04/9/99 6\;»«\ et !%\ _

Number of pages including cover sheet _5

To: Tim Ames From: Mary D. Alonso
Phone: (301)-827-5798 Phone: (770)-437-5621
Fax: (301)-443-3839 Fax: (770)-437-5507
CC: SANDA 40-248 }

General

Correspondence

O Urgent )] Foryourreview [ Reply ASAP ] Please comment

Dr. Ames,

Please contact me at (770)-437-5621 if any of the pages of the transmission are illegible or if |
may be of further assistance.

-

Sincerely,

Mary Alonso

If you did not receive all the pages, please contact the sender.

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN
INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the addressee, you are hereby notified that any
review, disclosure, copying, dissemination or other action based on the content of this communication is not authorized. If you
have received this document in error, please notify us by telephone and retum it to us at 1950 Lake Park Drive, Smyma, Georgia
30080 by mail. Thank you.
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ch Pharma

J UCB Pharma, Inc. - 1950 Lake Park Drive - Smyrna, Georgia 30080

April 9, 1999

Office of Generic Drugs

Center for Drug Evaluation and Research
Food and Drug Administration
Document Control Room

Metro Park North II

7500 Standish Place, Room 150
Rockville, Maryland 20855-2773

- ANDA #40-248 |
Hydrocodone Bitartrate and Acetaminophen Tablets, USP
7.5 mg/325 mg and 10 mg/325 mg

General Correspondence

Dear Sir or Madam:

Reference is made to UCB Pharma’s Abbreviated New Drug Application (ANDA) #40-
248 for Hydrocodone Bitartrate and Acetaminophen Tablets, USP 7.5 mg/325 mg and 10
mg/325 mg submitted for filing on February 21, 1997; accepted on May 1, 1997 with
additional amendments submitted on March 5, 1998 and August 17, 1998. Reference is
also made to a second deficiency letter received on March 4, 1999 that outlined specific
“major” deficiencies within the pending application and a clarification facsimile recetved
on March 22, 1999.

We would like to thank the Office of Generic Drugs for providing the additional
information on the general issues identified in the UCB letter of March 16, 1999. We
recognize the considerable time and effort that went into preparing the clarification
facsimile docurnent and appreciate the timely assistance. :

In addition, we acknowledge that the issues identified in the original March 16, 1999
clarification letter were not appropriately defined or properly communicated to the OGD
by UCB. Therefore, in an effort to provide an accurate and comprehensive response we
respectfully request additional clarification to the most recent deficiency letter. The
specific issues in need of clarification are described following this cover.

Again, we appreciate this opportunity for clarification. Should you have any additional
questions, please feel free to contact the undersigned at (770)-437-5621 by telephone or
(770)-437-5507 by facsimile.

Sincerely,

) lonso

. Alonso
egulatory Affairs Associate

Tel. (770} 437-5500
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UCB Pharma, Inc. - 1950 Lake Park Drive - smyrna, Georgia 30080

March 16, 1999

Office of Generic Drugs

Center for Drug Evaluation and Research
Food and Drug Administration
Document Control Room

Metro Park North II

7500 Standish Place, Room 150
Rockville, Maryland 20855-2773

ANDA #40-248
Hydrocodone Bitartrate-and Acetaminophen Tablets, USP
7.5 mg/325 mg and 10 mg/325 mg

General Correspondence

Dear Sir or Madam:

Reference is made to UCB Pharma’s Abbreviated New Drug Application (ANDA) #40-
248 for Hydrocodone Bitartrate and Acetaminophen Tablets, USP 7.5 mg/325 mg and 10
mg/325 mg submitted for filing on February 21, 1997, accepted on May 1, 1997 with
additional amendments submitted on March 3, 1998 and August 17, 1998. Reference 1s
also made to a second deficiency letter received on March 4, 1999 that outlined specific
“major” deficiencies within the pending application.

UCB Pharma, Inc. would like to request a meeting with the project manager and reviewing
chemist 10 clarify the issues defined in the March 4, 1999 major deficiency letter.
Spemﬁcally, the issues to be discussed include: :

T . : _ issues raised in questions 2a, 2¢, and 2d.
. Total impurities calculations and assay procedures addressed in questions 2f
and —— '

. Bulk Stability Protocol issues as presented in question 3a.

Once these issues are clarified, the response to the March 4, 1999 deficiency letter will be
submitted promptly to the agency.

In addition, UCB would like to discuss the one year review time taken to evaluate the
March 5, 1998 amendment to this application. As early as September 23, 1998, UCB was
informed in 2 telephone conversation with Tim Ames that the review of the application
was closing and that a letter could be expected within 10 to 15 working days. Again, on
December 16, 1998 UCB was informed in a telephone conversation with Tim Ames that
the review on the application was completed and a letter would be issued within 10 to 15
working days. Yet, the actual letter was not received until March 4, 1999, exactly one year

Tel, (770) 437-5500
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March 16, 1999
Page 2 of 2

from the date submitted. UCB is concerned the one year review of the amendment was
excessive. Based on this situation, UCB would like to request that the amendment in
response to the March 4, 1999 deficiency letter receive an expedited review.

Should you have any additional questions, please feel free to contact the undersigned at
(770)-437-5621 by telephone ot (770)-437-5507 by facsimile.

Sincerely,
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ch Pharma

J ucs Pharma,lﬁc. - 1950 Lake Park Drive - Smyrna, Georgia 30080

August 17, 1998

Office of Generic Drugs

Center for Drug Evaluation and Research
Food and Drug Administration
Document Control Room 1 SRt
Metro Park North II ,é

7500 Standish Place, Room 150

Rockville, Maryland 20855-2773

ANDA # 40-248
Hydrocodone Bitartrate and Acetaminophen Tablets, USP
7.5 mg/325 mg and 10 mg/325 mg

Amendment # 2

Dear Sir or Madam,

Reference is made to UCB Pharma’s Abbreviated New Drug Application (ANDA) # 40-248 for
Hydrocodone Bitartrate and Acetaminophen Tablets, USP, 7.5 mg/325 mg and 10 mg/325 mg
submitted on February 21, 1997 and accepted for filing on May 1, 1997. Reference is also made to
a deficiency letter received via facsimile from the Food and Drug Administration dated September
29, 1997, which outlined specific “major” deficiencies within the pending application. In addition,
reference is made to Amendment # 1, submitted March 5, 1998, explaining that Final Printed
Labeling would be submitted at a later date due to additional changes required by the newly released
Guidance on the Implementation of the FDA Modernization Act of 1997.

Herewith submitted in duplicate, is an amendment providing the following:

. UCB Pharma, Inc’s response to the labeling deficiencies
. a side-by-side comparison of the FPL with the draft labeling
. 12 copies of Final Printed Labeling for each strength

Should you have any additional questions concerning the Final Printed Labeling, please contact the
undersigned at (770) 437-5559 by telephone or (770) 437-5507 by facsimile.

Sincerely,

@g@/

Diane F. Vandeputte, Ph.D.
Manager, Regulatory Affairs

. RECEIVED |
nus 10 1998

GENERC DRUGS

Tel. (770) 437-5500



Food and Drug Administration
Southeast Regional Laboratory
DEPARTMENT OF HEALTH AND HUMAN SERVICES

60 8th Strect, NE.
Atlanta, Georgia 30309

May 15, 1997

Ms. Patricia Fritz

UCB Pharmaceuticals, Inc.
1950 Lake Park Drive
Smyrna, GA 30080

Dear Ms. Fritz:

Drug Administration (FDA) will be performing method verification studies on
hydrocodone bitartrate and acetaminophen tablets USP (7.5mg/325mg and
10mg/325mg). With your cooperation, we can promptly complete this portion of our evaluation of
your application.

In order to perform the necessary testing, please provide us with a sample from the reserve portion
of the lot used to establish the bioequivalence or bioavailability of your product. Ideally, this sample
should be within the proposed expiration date. If it is beyond this date and there is another pre-
approval batch within the expiration, send that instead. If no other batch is available, then the out-of
-expiration batch is acceptable. If, however, a batch not in the ANDA is used, the batch record and
Certificate of Analysis must be submitted as an unsolicited amendment to the application.

The sample should consist of the followit;g: 1) three hundred (300) dosage units for each, 2) a copy

of your worksheet for the analysis of the same lot with calculations, results and associated spectra -

and chromatograms.

Please forward these materials within ten (10) days of receipt of this letter via express or overnight
mail to: »

i~ Staniey E. Roberts

US Food & Drug Administration
60 Eight Street, NE
Atlanta, GA 30309

APPEARS THIS WAY
Gl GRIGINAL



UCB Pharmaceuticals, Inc.
May 15, 1997
Page 2

In addition, in connection with other work that needs to be completed regarding your application,
please include in your sample package a letter indicating whether an in-vivo or in-vitro bioequivalence
study was performed. If so, please provide the facility name and address. If no study was done,
include a letter so stating nevertheless.

Thank you in advance for you cooperation. Please do not hesitate to call or fax if you have questions.
You may contact me directly by telephone at (404) 347-2131 ext. 5217, or by fax at (404) 347-4225.

Sincerely,

K:%\;g;. Tebron
A/

ANDA Team Leader

cc: William Rickman
Review Chemist (HFD-615)



ANDA 40-248

UCB Pharma, Inc.

Attention: Patricia A. Fritz

1950 Lake Park Drive E T
Smyma, GA 30080

lll"l"lll"lllllllllIIIIIIIIII

Dear Madam:

We acknowledge the receipt of your abbreviated new drug
application submitted pursuant to Section 505(j) of the Federal
Food, Drug and Cosmetic Act.

NAME OF DRUG: Hydrocodone Bitartrate and Acetaminophen Tablets
USP, 7.5 mg/325 mg and 10 mg/325 mg

DATE OF APPLICATION: February 21, 1997

DATE OF RECEIPT: February 24, 1997

We will correspond with you further after we have had the
opportunity to review the application.

Please identify any communications concerning this application
with the ANDA number shown above.

Should you have questions concerning this application, contact:
Tim Ames

Project Manager
(301) 827-5849

Sincerely yours,

Q/

J\,.n_.z._y Ll LS S‘///f‘?_
Director

Division of Labgling and Program Support
Office of GeneWdc Drugs
Center for Drug Evaluation and Research
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UCB Pharma, Inc. - 1950 Lake Park Drive - Smyrna, Georgia 30080

February 21, 1997

Office of Generic Drugs

~ Center for Drug Evaluation and Research
Food and Drug Administration
Document Control Room

Metro Park North 2

7500 Standish Place, Room 150
Rockville, Maryland 20855-2773

Abbreviated New Drug Application
for
Hydrocodone Bitartrate and Acetaminophen Tablets, USP 7.5/325
Hydrocodone Bitartrate and Acetaminophen Tablets, USP 10/325

Dear Sir or Madam:

As provided under 21 CFR 314.54, UCB Pharma, Inc. is filing this ANDA for approval to
market Hydrocodone Bitartrate and Acetaminophen Tablets, USP 7.5/325 and Hydrocodone
Bitartrate and Acetaminophen Tablets, USP 10/325.

This ANDA is being submitted based on an approved ANDA suitability petition under 21 CFR
314.93. The petition was filed under Section 505 (j) (2) (c) of the Act where the Agency has
determined that the referenced product is suitable for submission as an ANDA. This petition
filed as a new strength was approved on June 8, 1987 under Docket number 87 P-0129/CP. The
petition states these products as being similar and related to the currently marketed Vicodin®
brand tablet, containing 5 mg of hydrocodone bitartrate and 500 mg of acetaminophen.

The therapeutic equivalence rating of AA on various strengths of Acetaminophen and )
Hydrocodone Bitartrate Oral Tablets can be referenced in the 16th Edition of the 1996 Approved
Drug Products with Therapeutic Equivalence Evaluations, pages 3 and 4. The dissolution assays
of Hydrocodone Bitartrate and Acetaminophen Tablets USP, 7.5/325 and Hydrocodone
Bitartrate and Acetaminophen Tablets, USP 10/325 (USP 23, Apparatus 2 [paddles], 50 rpm, 900
mL, pH 5.8 phosphate buffer) demonstrate that the dissolution requiirézxﬁéfiﬁsf:g{é;ghféi;?m;;cording to
the dissolution specifications listed in the USP 23 monograph for Hydrocodone Bitatfrate and
Acetaminophen Tablets.

FES 2% 1997

Tel. (770) 437-5500 - Fax (770) 437-5507



